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1 DAVID SIDRANSKY, M.D., 

2 having been produced and first duly sworn as a 

3 witness on behalf of the defendant, testified as 

4 follows: 

5 DIRECT EXAMINATION 

6 BY MR. SHEFFLER: 

7 Q Doctor, I introduced myself off the 

8 record. My name is Bruce Sheffler. I represent the 

9 American Tobacco Company and Brown & Williamson, as 
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successor in interest of the American Tobacco 
Company. I've got a few questions for you today with 
respect to your proposed trial testimony in the case 
entitled Widdick. 

Are you familiar with the case entitled 
Widdick? You're going to testify in that case? 

A The case of Maddox versus the tobacco 
companies, yes. 

Q Have you ever testified before, sir? 

A I have never testified before. In 

deposition I have, but not in a court trial. 

Q You've testified in depositions? 

A (Nods head affirmatively) 

Q Can you tell me what those cases would 
involve? 


A Yes. One case involved a patient who had 
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lymphoma and was misdiagnosed as having lung cancer. 

I testified in that case that the patient should have 
correctly been identified as having lymphoma and had 
appropriate treatment. 

Q And the other case? 

A The other deposition was basically in the 
case where I testified on the side of the defense 
that a patient had a skin cancer of the skull, 
actually in the skin that invaded into the skull and 
into the brain. And I testified that this was a very 
unusual cancer that nobody could have predicted was 
going to go ahead and invade into his brain. 
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13 Q Did you testify about the etiology of 

14 either of those cancers? 

15 A In the skin cancer case, I testified only 

16 to the fact that biologically this tumor was very 

17 different from most tumors that arise in the skin 

18 because it behaves so aggressively. 

19 Q But as far as the etiology of the cancer? 

20 A There was nothing further other than what I 

21 just said. 

22 Q The lymphoma, did you testify about the 

23 etiology? 

24 A No. 

25 Q Have you ever been a consultant prior to 

ACCURATE REPORTING SERVICE OF JACKSONVILLE, INC. 

501 West Bay Street, Suite 150 
Jacksonville, Florida 32202 

6 

1 this case and the two cases you mentioned for legal, 

2 medical matters? 

3 A I've been a consultant, I would say, 

4 probably about eight or ten times over the past eight 

5 or so years. 

6 Q And in those — those cases, again, were 

7 any of them involving cancer? 

8 A All of them were involving cancer. 

9 Q Any of them involve the etiology of cancer? 

10 A Most of them related to the biologic toxins 

11 that led to the development of the cancer and 

12 progression, not what caused the cancer. 

13 Q Did any of those involve lung cancer? 

14 A I think other than the case that I stated, 

15 where I was — where I testified, I don't think that 
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there was any other case that involved lung cancer. 

Q In the two cases where you testified, had 
you done DNA testing? 

A No, in neither case did I do DNA testing. 

Q Did you do any testing? 

A In those particular cases, no. 

Q Were there DNA tests done? 

A In the first one, there definitely was no 
DNA testing done. In the second one, there was also 
no DNA testing done. 
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Q Did you review the pathology in those 
cases? 

A In the second case, I reviewed the 
pathology. 

Q And that's the skin cancer case? 

A That's the skin cancer case, yes. 

Q You know the person who is bringing this 
suit is not Roland Maddox; is that right? You know 
that? 

A I don't know who is bringing the suit. 

Q You don't know who the plaintiff is in this 

suit? 

A No. 

Q You've never met the plaintiff in this 

suit? 

A No. 

Q And you certainly had nothing to do with 
Roland Maddox's care or treatment? 
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Correct. 


19 A 

20 Q Have you reviewed any materials with 

21 respect to your testimony in this suit that related 

22 to Roland Maddox specifically? 

23 A Yes. I reviewed his medical records, I 

24 reviewed a summary of those medical records by Allan 

25 Feingold. And I reviewed a variety of materials, 

ACCURATE REPORTING SERVICE OF JACKSONVILLE, INC. 
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1 most of which are here, I believe. 

2 Q And who provided you with these materials? 

3 A Most of these materials were provided by 

4 this law firm. 

5 Q Which ones were not? 

6 A Well, all the material that is here was 

7 certainly provided or at least reproduced by the law 

8 firm. There's certainly other material that I may 

9 use that is general literature that I have no copies 

10 of. 

11 Q Have you brought that with you today? 

12 A No. 

13 Q So everything you have produced here today 

14 was provided to you by the Wilner firm? 

15 A Yes, either that or reproduced, correct. 

16 Some of it I've seen before, but some of it was 

17 reproduced by them. 

18 Q Some you had seen before where? 

19 A In scientific journals. 

20 Q Okay. Now, I see there's a number of 

21 binders here, some marked B&W CAN-1, B&W Pub. Do any 
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22 of these binders contain B&W documents? 

23 A I believe they do. 

24 Q Have you looked at them? 

25 A Yes, I have. 
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1 Q Are you going to rely upon them for your 

2 testimony? 

3 A I may. It depends on what is being asked. 

4 Q You haven't talked to Mr. Wilner about the 

5 scope of your testimony tomorrow? 

6 A We have not gone into detail of the scope 

7 of the testimony tomorrow. 

8 Q You don't know what you're going to testify 

9 about tomorrow morning at the trial? 

10 A I think we have some general ideas of what 

11 I'm going to testify about, but not — 

12 Q Tell me the general ideas. 

13 A Yes. The general idea that I'm going to 

14 testify about tomorrow is that it is more probable 

15 than not that cigarette smoke caused the large cell 

16 carcinoma in the case of Mr. Maddox. 

17 Q Anything else? 

18 A I'm also going to testify that we have a 

19 pretty — pretty sound scientific understanding now 

20 of the way that cancer is caused by different 

21 carcinogens and that we certainly understand some of 

22 the important chromosomal and genetic targets that 

23 lead to the progression of cancer. 

24 Q Anything else? 
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A 


I think there's some details to expand on 
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1 that, but I think that's the basic premise. 

2 Q So you're not going to testify about 

3 cigarette design in this case? 

4 A I don't intend to testify specifically, 

5 unless I'm asked a question about it. 

6 Q Are you an expert in cigarette design, sir? 

7 A I am not an expert on cigarette design. 

8 But I certainly have read a lot about it in these 

9 documents. 

10 Q Well, are you prepared to give expert 

11 testimony on cigarette design? 

12 A Only if it relates to some specific 

13 question that may have to do with something else am I 

14 going to be testifying about. 

15 Q Why don't you tell me about your expertise 

16 in cigarette design. 

17 A I just told you I don't have expertise in 

18 cigarette design. 

19 Q So if a question was asked of you with 

20 respect to ways to modify tobacco specific 

21 nitrosamines, for example, could you address that? 

22 A I couldn't address it specifically. But I 

23 certainly have seen in some of the documents ways 

24 that were proposed to potentially reduce some of the 

25 — some of the aromatic hydrocarbons or other 
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potential carcinogens in cigarette smoke. 

But again, if it relates directly to 
something else I may testify to, I may bring that up, 
but I don't intend to specifically address that 
issue. 

Q Or tobacco specific nitrosamines, PAHs? 

A Of course not. 

Q My question was do you know ways in which 
to produce tobacco specific nitrosamine? 

A As I said, I've read about some of the ways 
that that can be done. 

Q Tell me about it. 

A One of them — in some of the documents, I 
saw ways they could be potentially — you can use 
different solvents to potentially reduce the amounts 
of the tobacco specific nitrosamines. 

Q In tobacco? 

A In tobacco, correct. 

Q What solvents? 

A I don't remember the specific solvents. 

Q Do you know if any of those are 
commercially available? 

A No. 

Q Are you going to testify that there is 
anything that the Brown & Williamson or the American 

ACCURATE REPORTING SERVICE OF JACKSONVILLE, INC. 
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Tobacco Company should have done with respect to 
their cigarettes? 
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3 A Again, I don't believe that the direct 

4 result that I'm going to testify to is relative, to 

5 that extent, to that event. 

6 Q Are you going to testify about the research 

7 undertaken at the American Tobacco Company over the 

8 years? 

9 A I think that, again, only as it relates 

10 to my understanding of the way cancer is caused and 

11 the — 

12 Q What — I'm sorry, I didn't mean to 

13 interrupt. Go ahead. 

14 A And if there's something specifically that 

15 I've read that addresses that issue, then I might 

16 bring it up, though I don't have any specific 

17 intention of going into the research that was done 

18 within the tobacco companies. 

19 Q I'm talking about American Tobacco first, 

20 so my question is specific to that. 

21 Do you know of any research done at the 

22 American Tobacco Company on the specific ways that 

23 cancer develops, a lung cancer develops? 

24 A I certainly know of specific experiments 

25 that were performed within the gamut of the tobacco 

ACCURATE REPORTING SERVICE OF JACKSONVILLE, INC. 
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1 companies. I don't know whether some of them were 

2 specific for American Tobacco or not within American 

3 Tobacco. 

4 Q Well, do you know whether American Tobacco 

5 Company did any research on cancer causation? 
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A 


I believe American Tobacco did do some 


7 specific experiments into tobacco causation. 

8 Q What type of experiments? 

9 A Well, I think in a general context of skin 

10 painting experiments in mice. And there were 

11 certainly also some documents relating to cell 

12 transformation, Ames tests and several other ways of 

13 potentially trying to find the etiology of lung 

14 cancer. 

15 Q So it's your testimony, sir, as you sit 

16 here today, that American Tobacco Company did Ames 

17 tests? 

18 A It is my testimony that they — that the 

19 tobacco companies in general, and I believe that the 

20 American Tobacco Company also participated in some of 

21 these experiments. 

22 Q To what extent are you going to rely upon 

23 the results of Ames tests for your testimony in this 

24 case? 

25 A I would say to a very little extent, if any 
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1 at all. 

2 Q We were handed a few demonstratives here. 

3 I would like you — first of all, we are going to 

4 mark them as 1-A and B, two photographs of apparently 

5 gross tissue. Could you identify those for us. 

6 A Sure. This is basically a case of lung 

7 cancer. One is — shows a little bit farther out 

8 and one is a little bit closer in. The one that's 
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9 farther out basically shows a lung from a patient 

10 with a very strong smoking history. There is black 

11 from the different substances that are produced by 

12 cigarette smoke. A normal lung is usually quite 

13 pink or pinkish gray. 

14 And then within it, there is a white area 

15 of tissue, which is a solid mass, which in this case 

16 was lung cancer. And in the closeup you can see the 

17 mass more fully, which is the white, gritty tissue 

18 within the black lung mass. 

19 MR. SHEFFLER: We are going to mark the 

20 two photos as 1-A and 1-B. 

21 (Defendant's Exhibit Nos. 1-A and 1-B were 

22 marked for identification.) 

23 Q Doctor, these are not photographs of the 

24 lung or tissue from Mr. Maddox, are they? 

25 A No, they are not. 
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1 Q Are these of a patient of yours? 

2 A No, they are not. 

3 Q Where did you get them? 

4 A These are produced by a company that makes 

5 slides. This one was produced by RPR, which makes 

6 slides about lung cancer. 

7 Q What is RPR? 

8 A RPR is Reynolds, Phillip & Rorr. It's a 

9 company that provides services to physicians. 

10 Q So you bought these from them? 

11 A They were given to me free of charge. 
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12 Q You don't know anything about the patient, 

13 though? 

14 A No, just the history that is present in 

15 the accompaniment to the slides. 

16 Q What occupation did the patient have? 

17 A It doesn't state. 

18 Q Where did the patient live? 

19 A It doesn't state. 

20 Q How old was the patient? 

21 A I believe he was a 60- to 70-year-old 

22 patient. 

23 Q And, of course, you don't know what he 

24 smoked? 

25 A He had — it doesn't say what specifically 
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1 he smoked. He had a hundred pack year smoking 

2 history. 

3 Q You have another series of charts, I 

4 guess, that have been photographed; is that right? 

5 A Yes, correct. 

6 Q Have you prepared these? 

7 A I prepared some of them and some of them I 

8 have copied. 

9 Q Why don't you show us the ones you 

10 prepared. 

11 A Sure, okay. These are the ones I 

12 prepared. Let me see, yes. 

13 (Defendant's Exhibit Nos. 2A-F were marked 

14 for identification.) 
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Q Doctor, I'm going to hand you photographs 
that we have marked as Exhibit 2, A through F, and 
ask you to put them in the order that they should be 
in. 

A They're not necessarily in any specific 
order, but I'll put them in an order that makes some 
sense, perhaps, to talk about them. 

Q Good. 

A When did you prepare these? 

A Over the last two weeks. 

Q Now, would you explain to us, sir, what 
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those photographs depict. 

A Okay. The first photograph basically 
has a schematic of a person or an individual that — 
with the cigarettes that are being smoked, it shows 
particulate matter going into the lung. 

Q Is it your — is it going to be your 
testimony that the particulate matter gets to all 
parts of the lung? 

A It's going to be my testimony that various 
aspects of particulate matter get to different parts 
of the lung. 

Q Now, you recognize that there is a 
stationary interface in the lung. Are you familiar 
with that term? 

A Yes. 

Q What is a stationary interface? 

A Stationary interface is a place where you 
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have the difference between the mucosal barrier and 
the — between the mucosal barrier and the blood 
supply, so you have areas that have — where things 
can be directly deposited and other areas where you 
have diffusion of substances. 

Q So there is an area in the lung where the 
movement further down — 

A Uh-huh (affirmative). 
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Q — is going to be by diffusion, correct? 

A Correct. 

Q And not by sedimentation? 

A By sedimentation, correct, that's the way 
I understand it. 

Q Where is the stationary interface in the 

lung? 

A Well, in my understanding, I believe that 
the interface starts in the bronchoalveolar sac and 
extends into the alveolar. 

Q What is the basis of that? 

A That most of the blood supply goes to the 
alveoli because that's where most of the diffusion 
takes place. 

Q Maybe we are talking about two different 

things. If you inhale a particulate and it's more 
than .5 microns in size, there will be a point where 
that particulate no longer goes down and the only 
thing that would go down further would be gas; is 
that right? 
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A 

Q Is that your understanding? 

A Yes. 

Q That point is far above the alveolar sac? 

A Yes. That is farther up, correct. 
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Q Where would that be? 

A I believe that that point is just after 
the large airways. 

Q Just after the cartilaginous airways, 

right? 

A I believe that is another way of stating 
it, yes. 

Q If we term that the stationary interface, 
particulate matter will not diffuse beyond the 
cartilaginous bronchi, correct? 

A Correct. 

Q So what diffuses beyond that is gas. 


correct? 

A It's mostly gas, correct. 

Q It is all gas, correct? 

A I believe it is almost all gas, correct. 

Q So when we talk about particulate matter 

from cigarette smoke, we are talking about the 
particulate matter depositing or settling in the 
portion of the lung above the stationary interface? 

A Yes, that's correct. 

Q Which would be in the cartilaginous 

bronchi, correct? 
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Which would be in the large airways. 


24 A 

25 correct. 
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1 Q Not in the bronchiolar — or the alveolar 

2 sac, where the term bronchus — 

3 A That's correct. Most of the particulate 

4 matter would not get that far down, that is my 

5 understanding. 

6 Q All right. So anyway, what else are you 

7 going to talk about with 2-F? 

8 A I think that's basically it. 

9 Q Now, go to 2-A. What are you going to 

10 talk about there? 

11 A It's just a schematic demonstration that 

12 some of the carcinogens can move to the distal 

13 airway and can actually reach some of the cells in 

14 the so-called lung sac, which is the alveolar. 

15 Q Again, we are talking about the part of 

16 the smoke which is volatile, correct? 

17 A Correct. 

18 Q We are not talking about the particulate 

19 matter, right? 

20 A Correct. 

21 Q So when you have these little dots here, 

22 they're really not particles. They're gas, they're 

23 molecules? 

24 A They're gas, they're molecules, correct. 

25 Q Anything else in 2-A? 
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1 A No. 

2 Q Now, we are on to 2-B. 

3 A Correct. 

4 Q Would you tell us what 2-B depicts. 

5 A 2-B depicts, basically, a cell with a 

6 nucleus. And there is a pair of chromosomes there. 

7 And what I'd like to show there is that some of 

8 these — again, some of these carcinogens or 

9 molecules derived from cigarette smoke have a 

10 specific effect in producing a loss of a piece of 

11 the chromosome, or what is called chromosomal 

12 dilution. 

13 Q When you're talking about these cigarette 

14 carcinogens, would you give me a list of the 

15 cigarette carcinogens, as you know them? 

16 A As you know, there is such a variety of 

17 carcinogens that it's hard to give a complete list. 

18 But certainly hydrocarbons are one, the tobacco 

19 specific nitrosamines are another one. Certainly 

20 phenols and a variety of other products that can be 

21 taken out from cigarette smoke that at some point or 

22 another may have been termed carcinogen. 

23 Q Phenols are considered carcinogens 

24 generally? 

25 A Phenols are generally considered to be 
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1 cocarcinogens or promoters rather than carcinogens. 

2 Q Are you aware of any studies that have 

3 looked at phenols as they exist in cigarette smoke? 

4 A Not specifically. 

5 Q Could you tell me, sir, whether there is 

6 any polycystic aromatic hydrocarbons present in 

7 volatile cigarette smoke? 

8 A Not specifically present in the volatile 

9 phase of the cigarette smoke. 

10 Q Do you know of any carcinogens in the 

11 volatile phase of cigarette smoke? 

12 A I believe there are carcinogens in the 

13 volatile phase of cigarette smoke. 

14 Q Which ones? 

15 A I could not list them for you. There's so 

16 many different carcinogens that I think I would have 

17 to see studies to see specifically which ones have 

18 been tested for. 

19 Q Let me ask the question a little 

20 differently then. What would you look to to tell 

21 you what the carcinogens are in the volatile phase 

22 of cigarette smoke? 

23 A What would I look for? 

24 Q What would you look in, where would you 

25 go, what would you regard as an authority on that 

ACCURATE REPORTING SERVICE OF JACKSONVILLE, INC. 
501 West Bay Street, Suite 150 
Jacksonville, Florida 32202 

23 

1 subject? 

2 A Well, I don't regard anything as a 

3 specific authority. I would have to see the 
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cumulative literature that's been written on that 
specific subject. 

Q Well, let me ask you this. Doctor, you're 

familiar with the Surgeon General's reports? 

A Yes. 

Q Have you read them? 

A I read at least parts of a lot of them. 

Q Did you ever read the '64 Surgeon General 

report? 


A Yes. 

Q In its entirety? 

A I said I read parts of all of them. I 
don't know if I read the whole 1964 report. 

Q Did you read the 1989 report, the Silva 


report? 

A I read parts of that as well, yes. 

Q Are you familiar in there that it talks 
about tumorigenic compounds in cigarette smoke? 

A Well, I think if we are going to talk 
about it, maybe we should take it out and look at it 
specifically. 

Q I'm asking whether you are familiar. 
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A I'm familiar with the section, yes. 

Q Is it your understanding that the Surgeon 
General's report relies upon literature that's in 
the public domain and is basically a review of the 
published literature at the time? 

A It is my understanding, that's correct. 
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7 Q Would you accept the Surgeon General's 

8 articulation of what are the tumorigenic or 

9 carcinogenic substances in cigarette smoke? 

10 A I would. I would accept that that is 

11 probably a good summary of the literature, but 

12 again, I would have to look in the individual papers 

13 from which it came. 

14 Q What other papers other than the Surgeon 

15 General's would you look for to tell you what the 

16 carcinogens, if any, are in the volatile phase of 

17 cigarette smoke? 

18 A There's a huge body of literature that 

19 potentially is available to look at for things like 

20 that. 

21 Q Are you going to look at that between now 

22 and tomorrow? 

23 A I don't expect to. 

24 Q So I can expect that tomorrow you're not 

25 going to testify that you are aware of any specific 
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1 carcinogen in the volatile phase of cigarette smoke? 

2 A You can expect I'm not going to testify 

3 about any specific carcinogen, rather that I'm going 

4 to testify to as a group of carcinogens causing it. 

5 Q Tell me what the group of carcinogens are 

6 in the volatile phase of cigarette smoke. 

7 A I think we just went through that. 

8 Q You told me PAHs and TSNs. Tobacco 

9 specific nitrosamines, for the purposes of this 
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deposition, can I refer to that as TSN? 

A Yes. 

Q Those aren't in the volatile phase, are 

they? 

A It's my understanding most of those do not 
reach the volatile phase. 

Q Is there any other group of carcinogens 

you're aware of now? 

A Not that I can recall at the present time. 

Q How about 2-C. What does 2-C show? 

A 2-C is basically a graph just showing the 
difference in specific chromosome deletions in lung 
tissues of smokers versus nonsmokers. 

And it just shows that they're very small 
or absent in patients who don't smoke and they're 
very high, up to 60 percent, in patients who do 
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smoke. 

Q Now, you made this chart, right? 

A Correct. 

Q These are chromosomal deletions. What 

is 9p? 

A 9p is an arm of the chromosome. 

Q You're not talking about — well, strike 

that. These chromosomal deletions. Doctor, were 
taken from all smokers, smokers with lung cancer, 
nonsmokers, what? 

A This was taken from the normal tissue of 
normal bronchial mucosa of patients that had cancer 
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13 and were smokers, okay. 

14 Q Okay. 

15 A Versus the normal mucosa of patients that 

16 hadn't smoked and don't have cancer. 

17 Q Okay. So this is, this is — you're 

18 comparing people with cancer with people who don't 

19 have cancer; is that right? 

20 A This is actually a conglomerate graph. It 

21 compares the patients that have the chromosomal 

22 deletions, both smokers — smokers that either do or 

23 don't have cancer, to patients that definitely do 

24 not have cancer and have never smoked. 

25 Q What percentage of the people in the 
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1 smokers had cancer? 

2 A In this particular conglomerate, there's 

3 probably about half of the patients had cancer and 

4 half didn't. 

5 Q And what was the incidence of chromosomal 

6 deletion? 

7 A The incidence of chromosomal deletion was 

8 about 60 percent. 

9 Q 60 percent of the entire populous of 

10 smokers? 

11 A Correct. 

12 Q What was the incidence of chromosomal 

13 deletion in cancer patients? 

14 A In the cancer patients, it was just a 

15 little bit higher, about 65 to 70 percent. 
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Q 


Now, do you have a chart, sir, that shows 


17 the chromosomal deletion in nonsmokers with cancer? 

18 A No. 

19 Q Would you expect that it would have a much 

20 higher incidence of chromosomal deletion? 

21 A I would expect that it probably would not 

22 have a much higher incidence of chromosomal 

23 deletion. 

24 Q So what do you take from that, sir, as far 

25 as the correlation between chromosomal deletion and 
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1 cancer? 

2 A Well, I think that it begins to address 

3 the question of how specific carcinogens in 

4 cigarette smoke target genetic events that we now 

5 recognize lead to the causation of cancer. 

6 Q Well, do these genetic events occur in 

7 nonsmokers as well? 

8 A They do occur in nonsmokers, as well. 

9 Q So you expect that chromosomal deletions 

10 occur in nonsmokers who develop lung cancer, 

11 correct? 

12 A There are chromosomal deletions, but the 

13 pattern of those deletions may be different. 

14 Q In what way? 

15 A The incidence or the frequency of the 

16 deletions may be less; the targets, the specific 

17 genes that are targets of those deletions may be 

18 different. There is certainly a variety of things. 
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The size of the deletions may be different between 
nonsmokers and smokers. 

Q Tell me, do you have evidence that the 
size of deletions in the chromosomal 9p arm are 
different in smokers with lung cancer and nonsmokers 
with lung cancer? 

A What specific type of evidence are you 
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asking for? 

Q Studies. 

A There's no published study that suggests 
there is a difference in the size of deletions 
between smokers and nonsmokers. 

Q Do you rely on nonpublished studies? 

A Sometimes I rely on studies that are done 

in our own lab that have not yet been published. 

Q Are you relying on such in this case? 

A For the size of deletion, no. 

Q How about the frequency of deletion? Do 

you have any evidence, sir, that the frequency of 
deletion, chromosomal 9p deletions, are different in 
smokers with lung cancer and nonsmokers with lung 
cancer? 

A Yes, we do have that evidence. 

Q A published study? 

A That evidence is not published. 

Q Then where is it? 

A It's in our laboratory. 

Q Do you have anything that you can show me 
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22 about that? 

23 A No. 

24 Q Do you have a preprint or any kind of 

25 study at all? 
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1 A No. 

2 Q What is the — what is the frequency in 

3 nonsmokers? 

4 A It's about half as much as it in smokers. 

5 Q What is the frequency in smokers? 

6 A In smokers, it's approximately 70 percent; 

7 about 35 percent in nonsmokers. 

8 Q Size of the deletions. What are the size 

9 of deletions of smokers and nonsmokers in 

10 chromosomal deletions of 9p? 

11 A There are differences. There are several 

12 chromosomal arms that tend to be deleted more 

13 frequently among patients that smoke versus those 

14 that don't smoke that both have lung cancer. 

15 Q I'm sorry? 

16 A There are several chromosomal arms that 

17 have deletions in patients that smoke and have lung 

18 cancer versus those that don't smoke and have lung 

19 cancer. 

20 Q Were any of those diagnostic? 

21 A I don't understand what you mean by the 

22 term diagnostic. 

23 Q I'll withdraw that question. I'm talking 

24 about 9p deletions now. 
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Are you telling me that there are certain 

ACCURATE REPORTING SERVICE OF JACKSONVILLE, INC. 

501 West Bay Street, Suite 150 
Jacksonville, Florida 32202 

31 

chromosomal deletions that are unique to smokers 
that do not occur in nonsmokers? 

A There are certainly chromosomal deletions 
on other chromosomal arms. I think chromosomal 
deletions on chromosome 9, as I said before, we are 
not going to say there's any difference in the size 
of the deletions, just in the frequency. 

Q How about, what other arm are we talking 
about? 

A There are other chromosomal arms where I 
think there is some evidence to suggest there's a 
difference in frequency of deletions in patients 
that smoke and patients that don't smoke. 

Q Now, could you give me an example? 

A An example, for example, chromosome 11, 
short arm, tends to be more common in patients that 
smoke versus those that don't smoke. 

Q With lung cancer? 

A With lung cancer. 

Q Is that for all types of lung cancer? 

A That is across the board for all types of 

lung cancer. 

Q In chromosome short arm 11, what is the 
incidence or rate of chromosomal deletion in lung 
cancer in smokers? 
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1 A It's approximately half as much again. 

2 So it's approximately 50 percent in smokers and 

3 approximately half of that in nonsmokers. 

4 Q 50 percent to 25 percent, okay. What do 

5 we have as Exhibit 2-D? 

6 A This is basically just a cell showing a 

7 DNA molecule and showing again that certain 

8 molecules that are considered to be carcinogens in 

9 cigarette smoke eventually can form adducts with 

10 DNA, which has genetic causation. 

11 Q What compounds would form adducts with 

12 DNA? 

13 A Well, I think that there's probably 

14 several adducts. But the one that is found most 

15 interesting is the hydrocarbon called benzopyrene. 

16 Q And does benzopyrene itself form an adduct 

17 with DNA? 

18 A Benzopyrene itself forms an adduct with 

19 DNA, correct. 

20 Q Do you have support for that, sir? 

21 A I believe there's support in the 

22 literature for that. 

23 Q Can you cite a study that says that? 

24 A As I said, I think there's many studies. 

25 I would hate to rely on a single study. 

ACCURATE REPORTING SERVICE OF JACKSONVILLE, INC. 
501 West Bay Street, Suite 150 
Jacksonville, Florida 32202 

33 

1 Q Just give me an example. I'm not going to 

2 hold you to that alone obviously. But can you tell 
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me a study that says benzopyrene as it exists — 

A A metabolite of benzopyrene on the arm was 
shown to form an adduct to DNA. 

Q And that arm was? 

A Diopoxide benzopyrene, I believe. 

Q And, of course, there was different 

metabolisms of benzopyrene among people, correct? 

A Yes, I understand that. 

Q And you are familiar with the term 
molecular epidemiology? 

A Yes, I am. 

Q Are you familiar with studies that looked 
at adducts formed from — formed at one nucleotide? 

A Yes. 

Q Bulky adducts? 

A Yes. 

Q Which people have associated with 
benzopyrene? 

A Correct. 

Q You are familiar those are not related to 
cigarette smoke? 

A I'm not familiar with the information that 
those are not related. 
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Q Do you know whether or not they are? 

A I do not know whether they are. I believe 
that the general literature suggests that the number 
— that the number of adducts you have are related 
to the general dose of benzopyrene. 
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Q 

We are talking about bulky adducts, we are 

7 

talking 

about guanine bulky adducts, right? 

8 

A 

Okay. 

9 

Q 

Are you familiar with any literature that 

10 

associates the frequency of those adducts in DNA 

11 

with the 

dose of cigarette smoking? 

12 

A 

The dose measured how — 

13 

Q 

By pack. 

14 

A 

— I mean, the number of cigarette 

15 

smoked? 


16 

Q 

Yes. 

17 

A 

The number of cigarettes smoked, I'm not 

18 

familiar 

with any specific evidence that suggests 

19 

that. 


20 

Q 

How about duration of smoking? 

21 

A 

Or duration of smoking. 

22 

Q 

Benzopyrene is ubiquitous; is it not? 

23 

A 

Benzopyrene is found in other substances 

24 

besides 

cigarette smoke. 

25 

Q 

It's ubiquitous in our environment; is 
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1 that right? 

2 A I think it's found in other areas besides 

3 cigarette smoke. But cigarette smoke certainly has 

4 a higher concentration than what you're normally 

5 exposed to. 

6 Q You will be exposed to benzopyrene in the 

7 street? 

8 A I understand that benzopyrene also exists 
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9 in the environment. 

10 Q And you also understand that there is 

11 great individual variability in the metabolism of 

12 BAP? 

13 A I understand that. 

14 Q What is 2-E? 

15 A That is basically just showing again a 

16 graph now looking at tumors rather than tissue, 

17 which was the one we were looking at before. And 

18 now we're looking at tumors in patients that have 

19 smoked and patients that have not smoked. These are 

20 lung cancers. 

21 And this is again a conglomerate of data 

22 that's currently available on the incidence or 

23 frequency of p53 mutations between smokers and 

24 nonsmokers that develop cancer. 

25 Q So what you're showing with — with 
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1 Exhibit 2-E is a comparison of the incidence of p53 

2 mutations in smokers with cancer and nonsmokers with 

3 cancer, lung cancer? 

4 A Correct. 

5 Q And it's like numbers of both, correct? I 

6 mean, we are looking at the same numbers of lung 

7 cancers in smokers versus the same number of lung 

8 cancers in nonsmokers? 

9 A Well, this is conglomerate data, so it 

10 really has to — and comes from several different 

11 studies. I think in general, I mean, in general the 
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12 group of nonsmokers is obviously going to be smaller 

13 since most patients that have lung cancer have 

14 smoked previously. 

15 Q Doctor, what I'm trying to get at is, are 

16 you comparing apples to apples? 

17 A This is frequency. So this is per a given 

18 number of tumors how many have p53 mutations. I 

19 think it is comparing apples to apples. In the end, 

20 the given number in each group will be somewhat 

21 different and generally tends to be smaller in 

22 nonsmokers. 

23 Q And you think there are six times as many 

24 people — the incidence is six times greater in 

25 smokers than in nonsmokers? 
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1 A Yes, I believe that is the case based on a 

2 conglomerate of articles and unpublished data. 

3 Q If you can, sir, I need to know the 

4 articles you're relying upon. 

5 A Again, I think looking at any particular 

6 article is difficult because you're only seeing the 

7 numbers in that particular article. This is a 

8 conglomerate of data. 

9 Q Was this a met analysis? 

10 A No, there is not that many studies out 

11 there to do a met analysis. In fact, most of the 

12 studies were very consistent in showing the same 

13 type of facts. For example — there are studies, 

14 for example, from Westra showing the difference of 
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15 p53 staining between tumor — lung cancers in 

16 smokers versus nonsmokers. 

17 Q When you did your conglomerate, did you — 

18 did you use studies that relied upon p53 

19 immunochemistry staining as well as PCR studies? 

20 A We relied on studies that have both 

21 staining as well as p53 mutation sequence analysis, 

22 sequence analysis after PCR, yes. 

23 Q Which is more reliable, in your view? 

24 A Well, I believe that staining is 

25 indicative of mutation but also can indicate other 
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1 things as well. That is, the p53 level can be up if 

2 there's no mutation. But as a general correlate, it 

3 does correlate with the rate of p53 mutations. 

4 Q Forgetting an incidence number, would you 

5 agree that PCR or sequencing studies were probably 

6 more reliable for exact incidence number? 

7 A I think that a PCR-based p53 sequence 

8 analysis will tell you what the specific rate of 

9 mutations are. 

10 Q That's what you're comparing? 

11 A Yes, and that is what we are comparing. 

12 But again, I think that because there are a limited 

13 number of studies, the conglomerate in this case, I 

14 think, it gives a pretty good picture. 

15 Q Comparison of incidence of p53 mutations 

16 for lung cancer in smokers and lung cancer in 

17 nonsmokers, you would agree that sequencing studies 
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18 are more accurate or more reliable of what the true 

19 incidence is; would you not? 

20 A I think with a p53 mutation at the DNA 

21 level that is obviously the case, seeing as how 

22 chemistry doesn't measure an actual mutation. 

23 Q And you did a thorough review of the 

24 literature? 

25 A And also included our own unpublished 
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1 data. 

2 Q How much of your own unpublished data did 

3 you rely upon? 

4 A I mean, I think we probably have some of 

5 the largest numbers compared to some of the other 

6 studies. So there was quite a contribution from 

7 other data. There's also published data looking at 

8 cancers other than lung cancer, as well, showing 

9 quite a bit of the difference in p53 mutations in — 

10 between smokers and nonsmokers. 

11 Q While we are on p53 mutation, is it your 

12 view, sir, that p53 mutations is a fairly late event 

13 in cancer progression? 

14 A It is my view that p53 mutations are 

15 preceded by other genetic events. So in that sense, 

16 they can be considered to be late in the 

17 progression, genetic progression of lung cancer. 

18 However, p53 mutations can occur in very, very small 

19 lesions that precede the clinical observation of a 

20 lesion or invasion by quite a long time. 
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Q 


When you say quite a long time, what is 


22 the longest time that you have measured such a 

23 mutation which eventually did develop into a cancer? 

24 A Well, I'd have to go back and think about 

25 different types of tumors and different studies that 
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1 would have addressed that. 

2 Q Really, that was a bad question. I'm 

3 going to withdraw it. 

4 Have you ever measured the time a p53 

5 mutation existed, from the time of detection until 

6 the time of cancer, in a lung cancer patient? 

7 A We have certainly done it in laryngeal 

8 tumors. And I believe that there's evidence from 

9 neoplastic lesions that suggested minimal times 

10 where patients have been followed but have not yet 

11 developed cancer but had had p53 mutations detected 

12 in their normal mucosa. 

13 And those have certainly — studies have 

14 certainly suggested that five, perhaps up to ten 

15 years ahead of the development of the tumor, an 

16 invasive clinical tumor, you can find a lesion, a 

17 neoplastic lesion or a population of cells within 

18 the environment that led to eventual evolution, the 

19 clonal evolution of the presumed lung cancer. 

20 Q Were these studies done by actually 

21 following patients from the time of detection of a 

22 neoplastic lesion till the point in time of cancer? 

23 A Well, at least in some cases they were 
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done retrospectively where they had material 
available before the patient developed cancer and 
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they had lesions that were biopsying in the same 
area. So they were able to retrospectively analyze 
what occurred over time. 

And in some cases, the studies have shown 
the mutations and the patients have been followed 
and have not yet developed cancer. 

Q You say these studies show that there was 
a five to ten-year period? 

A There certainly can be, yes. 

Q And, of course, it can be much shorter 
than that, too? 

A Of course it can be much shorter than 

that. 

MR. SHEFFLER: Let's mark this as 3-A, B, 

C, D. 

(Defendant's Exhibit Nos. 3A-D were marked 
for identification.) 

Q I'm going to show you documents we've 
marked 3-A through E and ask you to put those in 
order, if you would. Now, Exhibits 3-A through 3-E 
you did not prepare, correct? 

A Correct. 

Q Where did you get these? 

A These again are produced by RPR. 

Q And did you request them? 
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A No. 


Q Who requested them? 

A I just obtained them free of charge at a 
meeting. 


Q When did you retain them? 

A I think a couple of years ago. 

Q 3-C, Doctor, just basically is that a 
depiction of how cancer may metastasize in an 
individual? 

A Correct, correct. 

Q Are you going to use this specifically to 
discuss how Roland Maddox's metastasized? 

A It can be used for that. 

Q How did Roland Maddox's metastasize, if it 


did? 


MR. MAXWELL: Object to form. 

A Excuse me? 

Q How did Roland Maddox's cancer 
metastasize, if it did? 

A I don't think anybody knows for certain 
how it metastasized. We believe that cells can 
enter the circulation and lodge themselves in other 
organs. In his particular case, he had cancer that 
metastasized to the liver, so the liver was one of 
the metastatic signs. He also had pleural effusion. 
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Q 


Was he diagnosed with cancer of the liver? 


2 A No, he was diagnosed with metastatic 

3 disease to the liver. 

4 Q He was diagnosed with metastatic disease 

5 to the liver? 

6 A Correct. 

7 Q Was there a biopsy of that? 

8 A There was no biopsy that I can recall 

9 taken of the liver. 

10 Q But you're sure it was liver mass? 

11 A I think what we do — again, I don't think 

12 anybody can be 100 percent certain, especially when 

13 you're talking about a clinical situation. But more 

14 probably than not, based on his case, a very large 

15 lung tumor, it's quite likely these represent 

16 metastasis from the primary lung cancer. 

17 Q Have you looked at the radiology in this 

18 case? 

19 A I have not looked at the radiology. 

20 Q Do you know if there were any CAT scans 

21 done in this case? 

22 A I know there was a CAT scan. 

23 Q Was it done on anything below the abdomen? 

24 A CAT scan, I'm not sure. I know there was 

25 an MRI done of the liver that showed metastatic 
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1 disease. 

2 Q MRI of the liver? 

3 A Yes, that's how I remember it. 
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4 

Q 

That's what you're relying upon 

for your 

5 

testimony 

here? 


6 

A 

I'm relying on that, as well as 

a summary 

7 

by Dr. Feingold of the clinical history. 


8 

Q 

Now Dr. Feingold did the summary 

of the 

9 

clinical 

history and gave us a copy of it 

that he 

10 

prepared 

for Mr. Wilner. I just want to see if this 

11 

is the same summary. 


12 


MR. SHEFFLER: I'm not going to 

mark it. 

13 

Greg, unless you want to. 


14 


MR. MAXWELL: Let me see if it's 

the same 

15 

one. 



16 


THE WITNESS: Yes, I believe it 

is the 

17 

same summary. 


18 


MR. SHEFFLER: Go ahead and mark 

it. 

19 


MR. MAXWELL: It appears complete. 

20 


(Defendant's Exhibit No. 4 was marked for 

21 

identification.) 


22 

Q 

Exhibit 4 is Dr. Feingold's summary of the 

23 

case. 



24 

A 

Okay. 


25 

Q 

Did you go back and compare his 
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1 description of the medical records with the actual 

2 medical records. Doctor? 

3 A Not as a complete analysis. I mean, 

4 at some point, I did go back to look at medical 

5 records, but not at all of them. 

6 Q Did you go back to look at the summaries 
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7 of the smoking history, for example, with the 

8 medical records? 

9 A I had seen the smoking histories 

10 previously in the medical record. But I didn't go 

11 back to check it precisely. 

12 Q Okay. And do you have anything that you 

13 disagree with, with respect to what Dr. Feingold has 

14 set forth here in what we've marked as Exhibit 4? 

15 A There's nothing that I saw that was a 

16 discrepancy between what I saw and what Dr. Feingold 

17 summarized. 

18 Q Okay. Of course, you haven't seen the 

19 medical x-rays in this case, so you really are not 

20 able to comment on Dr. Feingold's interpretations at 

21 this point; is that correct? 

22 A That's correct. 

23 Q Did you rely upon his interpretations at 

24 all? 

25 A I think only in the most broadest sense, 
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1 in terms of generalities about the case. I don't 

2 think there was anything specifically that I relied 

3 upon that I can recall at this time. 

4 Q Okay. What does 3-B depict? 

5 A 3-B is just a graph that shows the 

6 incidence of major histological subtypes of lung 

7 cancer. And it divides them first into nonsmall 

8 cell cancer and small cell lung cancer. 

9 Approximately three quarters are small lung cancer 
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10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 


and a quarter are nonsmall lung cancer. 

Then it goes out and further divides them 
into adenocarcinomas, squamous and other 
undifferentiated types. 

Q Okay. The breakdown, of course, is just 
nonsmall cell lung cancer — 

A Yes. 

Q — on the right side of 3-B? 

A Yes. 

Q Doctor, which is the cancer in the 

nonsmall cell lung cancers that, in your view, is 
most associated with smoking? 

A Well, I believe they're all very strongly 
associated with smoking. I think large cell has 
been reported to have one of the highest relative 
risks compared to the other tumors in terms of 
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smokers and, in fact, approaches that for only the 
heaviest smokers in squamous cell carcinoma. 

Q And you're relying upon what study for 

that? 

A Just a bulk of evidence from retrospective 
studies, summaries. Surgeon General reports, 
et cetera. 

Q You relied upon Surgeon General's reports 
for that statement? 

A As I said, a variety of different 
documents including the Surgeon General report. 

Q So the Surgeon General's report that large 
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13 cell carcinoma has a relative risk higher than that 

14 for squamous cell carcinoma, except for the heaviest 

15 smokers, than squamous cell — 

16 A As I said, I'm relying on a variety of 

17 different manuscripts including that one. So 

18 specifically I'm not going to tell you that it does 

19 or doesn't say that, stated precisely. 

20 But I can tell you that I think it's 

21 included in the larger context of the review. 

22 Q When you talk about the strength of the 

23 association, that can be expressed as a relative 

24 risk? 

25 A That is correct. 
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1 Q You're telling me the relative risk for 

2 large cell carcinoma approaches that of the highest 

3 level of smoking for squamous cell carcinoma? 

4 A That is correct. 

5 Q And adenocarcinoma. Doctor, how does that 

6 rank with the other two noncell types? 

7 A In terms of frequency or in terms of what? 

8 Q In terms of relative risk, I'm sorry. 

9 A In terms of relative risk, it's a little 

10 bit larger than squamous cell carcinoma. 

11 Q Tell me what you think the relative risk 

12 of squamous cell carcinoma in the lung is? 

13 A Are you talking in males, females? 

14 Q Male smokers, one to two packs a day for a 

15 lifetime. 
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One to two packs a day for a lifetime, so 


16 A 

17 we're talking 50 packs year, a hundred pack years, 

18 the highest smoking level — 

19 Q Have you reviewed epidemiological studies 

20 on this issue? 

21 A Yes. 

22 Q How do you see the epidemiological studies 

23 reporting the duration of smoking? How do they do 

24 it? 

25 A Well, I think there's several different 
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1 ways that they reported those kind of associations. 

2 Q For the respective studies that you 

3 reviewed? 

4 A Yes. 

5 Q With respect to epidemiological studies 

6 that you reviewed, how have you seen duration 

7 reported? 

8 A I've seen the total number of cigarettes 

9 that the patient smoked as a duration, a total 

10 number of cigarettes smoked compared to the 

11 incidence of lung cancer. 

12 Q Wait a minute, I don't understand. You 

13 mean that you have seen epidemiological prospective 

14 studies that have a number of cigarettes smoked? 

15 A The number of cigarettes smoked in pack 

16 years for the patients that develop cancer, yes. 

17 Q You haven't seen the studies broken down 

18 in number of cigarettes smoked per day? Strike 
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19 that. 

20 What is the largest prospective 

21 epidemiological study in smoking, in lung cancer, 

22 that you know of? 

23 A Well, I can think of several that are very 

24 large. The American Cancer Society, for example, 

25 had a very large prospective study. 
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1 Q How many studies did they have, do you 

2 know? 

3 A I don't know how many they have. I know I 

4 could give you at least one. 

5 Q How many prospective studies did they 

6 have? 

7 A They don't do very many prospective 

8 studies. As I said, I know they did one. I don't 

9 know if they did any more than that. 

10 Q Can you name any other prospective studies 

11 that you reviewed? 

12 A There are a couple. I can't recall them 

13 precisely. But I know there's a couple of other 

14 prospective studies. 

15 Q Have you reviewed them? 

16 A I reviewed summaries of some of them. 

17 Q The one that you did review, was it an 

18 American Cancer Society study? 

19 A I reviewed the American Cancer Society 

20 either by itself or as a conglomerate with the other 

21 studies. 
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23 

24 

25 
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2 
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15 
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Q Are you expert in epidemiology? 

A I certainly can understand the terms of 
relative risk and what they were talking about. 

Q You wouldn't — I'm sorry, I didn't mean 
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to interrupt. I do step on your answers. Doctor. 

I shouldn't do it and I apologize. It's very, very 
rude of me. I'm going to try not to do it. I'm 
sorry. Please finish. 

A But as I said, it depends on what you want 
to call an expert. Do I specifically go and run 
epidemiologic studies? No. Do I routinely 
interpret epidemiologic studies? We do it all the 
time as a medical oncologist. 

Q So you know what a confidence interval is? 

A Yes, we did use confidence intervals. 

Q Can you tell me what a confidence interval 

is? 

A Generally we use confidence intervals to 
tell us the range of the difference in the relative 
risks that we are looking at to give us an idea of 
how powerful the study was. 

Q A confidence interval is generally 

expressed in lower bounds and upper bounds; is it 
not? 

A Yes, it is. 

Q And the true relative risk will be 

somewhere between that lower bound and the upper 

bound, correct? 
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25 


A 


That is correct. 
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1 Q Where you have a study that has a very 

2 wide confidence interval it's generally not as — 

3 strike that. 

4 Where you have a very wide confidence 

5 interval, that's reflective of the fact that the 

6 study either has too few individuals or lacks power 

7 in some other way to get a more refined relative 

8 risk; is that true? 

9 A That is my understanding, as well, of what 

10 confidence intervals can tell you. 

11 Q So if you look at a study that has a 

12 confidence interval that ranges from say 8 to 37, 

13 that would mean that that study has, for some 

14 reason, whether it be lack of number of patients, 

15 lack of number of deaths, what have you, that study 

16 lacks power to have a defined relative risk, 

17 correct? 

18 A It lacks power to define the relative risk 

19 further, correct. 

20 Q The real risk may be anywhere in between 8 

21 and 37, correct? 

22 A That is correct. 

23 Q Of course, if the relative confidence 

24 interval is one, that means that the study may be 

25 totally due to chance — the association may be 
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1 totally due to chance; is that correct? 

2 A Well, generally it's considered to be 

3 significantly nonsignificant, if that's the case. 

4 Q And that means it could be totally due to 

5 chance? 

6 A Correct. 

7 Q Doctor, what is the relative risk of 

8 adenocarcinoma in smoking in the ACS study? 

9 A I believe that the relative risk is in the 

10 range of 15 to 20 for adenocarcinoma. 

11 Q We're talking about the ACS-2 study? 

12 A The ACS-2 study. The ACS-2 study, I 

13 believe, was somewhat lower than that. 

14 Q Do you know what it was? 

15 A I don't remember the specific number. 

16 Q All right. Do you know what the overall 

17 relative risk for smoking and lung cancer was — 

18 some people call it CPS-2, but it's American Cancer 

19 Society study that was done of people who smoked and 

20 was reviewed in the late '80s? 

21 A Right. My general recollection again, and 

22 this may be due to — this may be close but not 

23 exactly the number, was that it was in the range of 

24 approximately seven to nine, I think, overall. 

25 Q So if the relative risk for lung cancer 
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1 was seven to nine overall, you would agree that is 

2 the largest prospective study that's done, correct? 
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3 


A 


I believe so. 


4 Q The risk for adenocarcinoma you think 

5 was — 

6 A That would be lower. 

7 Q Okay. You would agree that small cell 

8 carcinoma is the most strongly associated of all the 

9 cancers with smoking? 

10 A That is generally — the conglomerate of 

11 literature seems to support that. 

12 Q And adenocarcinoma is the weakest 

13 associated type of all cancers? 

14 A Adenocarcinoma is reported as having the 

15 lowest relative risk generally in most studies. 

16 Q In any event, it's something lower than 

17 seven to nine as your best estimate? 

18 A Correct. 

19 Q Now, Doctor, 3-E, if you would, is this 

20 merely a representation of two years survival 

21 depending upon the type of cancer and the stage of 

22 cancer, meaning the degree of spread and the size of 

23 the tumor? 

24 A Yes. 

25 Q Did you stage Mr. Maddox's cancer? 
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1 A Did I stage it personally? I reviewed the 

2 records that suggested what the stage was. It was 

3 stage four. 

4 Q You don't use TMN? 

5 A We do use TMN as well, but stages have 
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been traditionally used to calculate survival. So 
we still use them as oncologists. 

Q And just so I see, there is — on 3-D, 
there appears to be a legend at the very bottom by 
— it's an article by — 

A Mountain, C. F. 

Q Is that Chester Mountain? 

A Yes, I believe so. 

Q This was published in 1980 something? 

A Yes. 

Q Clifford Mountain is from — M. D. 
Anderson? 


A I don't know where he's from. 

Q Do you know anything about him? 

A Not specifically. 

Q Do you consider him a good researcher? 

A I don't know anything specific, 
specifically about him. 

Q Do you feel he's a good enough researcher 
that you can rely upon the data he produces? 
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A The purpose of — 

Q This was produced from his article, 
correct? 


A Correct. 

Q You're relying on 3-D to show to the jury? 

A Correct. 

Q You feel that Mr. Mountain, or Dr. Mountain 

was a good enough researcher for you to rely upon. 
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9 


correct? 


10 A As I stated before, any one specific 

11 article and researcher has to be taken in the context 

12 of the other articles at the time. 

13 This is the general known survival of 

14 patients, by stage, with lung cancer. And this is 

15 one representation of it. 

16 Q That was prepared by Dr. Clifford Mountain? 

17 A Correct. 

18 Q And was he the same, was that source the 

19 same source for 3-D? 

20 A We would have to see what the specific 

21 source was. 

22 Q You don't know what the source was? 

23 A No. These survival statistics are things 

24 that we use in our general practice. 

25 Q How about the incidence for — let me see 
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1 if I can read this. Oh, okay. This is from — 

2 okay. The lung cancer incidence of types 3-B is from 

3 Devita. Devita is an oncology book. This is the 

4 fourth edition. Is that the most current edition? 

5 A No, I believe there is a fifth edition. 

6 Q Would you rely upon the fourth edition? 

7 A Yes, for that particular graph showing the 

8 differences in the incidence of lung cancer. 

9 Q How about for relative risks with respect 

10 to large cell carcinoma? 

11 A Again, I would not take any specific 
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12 references without taking in context the other 

13 literature that's available. 

14 Q Can you tell me again. Doctor — I know I 

15 probably asked you this, but I'll ask you one more 

16 time. Can you tell me how many articles you're aware 

17 of that have a relative risk for large cell carcinoma 

18 in smoking? 

19 A I cannot begin to put a number on the 

20 absolute number of articles that I'm aware of that 

21 have a relative risk for large cell. 

22 Q Are you aware of more than two? 

23 A I'm aware of two or three. And I don't 

24 know if there's more. 

25 Q Have you made a search of that issue? 
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1 

A 

2 

Q 

3 

A 

4 

Q 

5 

A 

6 

Q 

7 

A 

8 

Q 

9 

A 

10 

Q 

11 

Mr. Wilner 

12 

this case? 

13 

A 

14 

tests. 


No, I haven't. 

Are you going to testify about it at trial? 
About the relative risk of — 

Large cell carcinoma. 

If I'm asked about it. 

Well, do you intend to testify about it? 

I don't believe so. 

Did you send Mr. Wilner any materials? 

These are the only materials that I sent. 
Did you do — did you discuss with 
the potential of doing any tests of DNA in 

Yes, we did discuss the potential of doing 
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Q And what was the discussion? 

A The discussion was that we might be able to 
take the tissue, do PCR and amplify the p53 gene and 
do a complete sequence analysis and see if there is a 
mutation present or absent in the tumor. 

Q Did you? 

A We received the material, but it was 
inadequate in terms of cellular content to be able to 
perform PCR on it. 

Q Did you receive a block? 

A We received the block of — I believe it 
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was a CT scan guided biopsy of the lung. 

Q The pleural diffusion, was there any 
spun-from material from that? 

A We looked through all the material. I 
believe the only one that had tumor cells on it was 
the PCR-guided biopsy. That's the only one we could 
try to obtain the cells from. 

Q Did you try to obtain them? 

A We tried, but we couldn't get sufficient 

DNA. 


Q 

A 

at least 
material 
again. 


What sequencing would you have performed? 

We would have done a sequence analysis of 
exons five through nine. Because the 
would be preserved, we couldn't do the whole 


Q And that was p53? 


A P53. 
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18 

Q 

Would you have done any other sequencing? 

19 

A 

We potentially could do sequencing of other 

20 

exons. 


21 

Q 

Of p53? 

22 

A 

Of p53. 

23 

Q 

Any other genes? 

24 

A 

Not that we intended to do at that time. 

25 

Q 

Did you discuss doing any other genetic 
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1 

testing? 


2 

A 

I don't believe so. 

3 

Q 

So you were not going to sequence anything 

4 

for K-ras 

? 

5 

A 

No, we were not. 

6 

Q 

Why not? 

7 

A 

We decided not to sequence for K-ras. 

8 

Q 

Was it discussed? 

9 

A 

We didn't discuss K-ras. 

10 

Q 

You didn't mention it and he didn't mention 

11 

it? 


12 

A 

In terms of what context, that it wasn't 

13 

mentioned? 

14 

Q 

Was it mentioned, K-ras, sequencing for 

15 

K-ras? 


16 

A 

K-ras did come up during some of the 

17 

conversations. 

18 

Q 

What was the discussion? 

19 

A 

The discussion was only related to is there 

20 

other genes you can sequence for, including K-ras. 
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Q 

A We said we could certainly sequence other 
genes, but we felt p53 would be the best target to 
try to amplify the sequence. 

Q Why? 
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A Because p53 is the most common genetic 
event in lung cancer. It's the most likely to show a 
mutation. 

Q Okay. Do you know what the frequency or 

incidents of K-ras mutation is in adenocarcinoma of 
the lung? 

A Yes, I do. 

Q What is it? 

A It's approximately 30 percent. 

Q Do you know what the frequency of K-ras 

mutation is in large cell carcinoma of the lung? 

A The studies are a little bit more difficult 
to interpret because, as you know, large cell lung 
cancer is quite rare. So they're not included in a 
lot of those studies. But I would say it's probably 
in that same range. 

Q Would you agree that there are studies that 
report it as low as 4 percent? 

A Oh, there are studies that report different 
genetic frequencies. And a lot of it has to do with 
the way the study is done and the reliability of the 
tests, et cetera. 

Q Well, in a study that reported 30 percent 
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— you're familiar with Sleebos, is it, Sleebos and 
Roddenhaus? 
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A I know the study. 

Q That's the study that reported 30 percent 
for large — 

A Correct. 


Q It's the same group that Westra used, 
right? 

A I don't know if it's the same group of 
patients, but they certainly talked to each other. I 
don't know exactly the group of patients that were 
included in each one. 

Q Well, in the same study he reported 30 
percent of K-ras mutations in adeno — he reported 4 
percent of K-ras mutations in large cell, didn't he? 

A Correct. But I think the number of large 
cell cancer cases in that study was very, very small. 

Q Do you have any study breakdown on p53 
mutations for large cell carcinoma? 

A There certainly have been studies that have 
included large cell carcinoma. And I'm not, I'm not 
sure whether the breakdown is available or not. It's 
possible that by looking back to studies we could 
actually get that number. 

Q You don't know, as you sit here today, what 
the incidence of p53 mutations is for large cell 
carcinoma, do you? 
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1 A Oh, I wouldn't say that. I would say that 

2 large cell carcinoma is part of a group of tumors 

3 where we know the rate of p53 mutations have 

4 certainly been included. And I know that p53 

5 mutations occur in large cell carcinoma. 

6 And I would say in the absence of specific 

7 evidence — specific numbers to tell you what the 

8 absolute frequency is — I do know they occur in 

9 large cell carcinoma. 

10 Q You don't know it's more than 50 percent? 

11 A We don't know more than 50 percent. But we 

12 do know it occurs in a significant fraction of cases. 

13 Q You don't know it's more than 30 percent? 

14 A I would venture to say it is more than 30 

15 percent. 

16 Q You don't know whether the incidence of 

17 p53 mutations is higher in smokers with lung cancer, 

18 large cell type, than in nonsmoker cancer, large cell 

19 type; isn't that true? 

20 A That is not true because, as I told you, 

21 we have the data now that's been accumulated. It 

22 includes the whole group of patients, including large 

23 cell lung cancer patients. 

24 So the specific breakout of looking at the 

25 absolute numbers, we don't have. But I can tell you, 
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1 as a group, they're included in that group that has a 

2 high rate of p53 mutations. 

3 Q Well, Doctor, you know that K-ras mutation 

4 is histological specific, the incidence of K-ras 

5 mutation occurs — is more frequent, is higher in 

6 adenocarcinoma than it is in large cell carcinoma, 

7 correct? 

8 A That is true. 

9 Q And you know that the very same thing may 

10 occur for p53 in large cell carcinoma? 

11 A I don't agree with that statement at all. 

12 I think it's possible that there may be differences 

13 in the p53 mutations, between the different tumor 

14 types. But I can tell you all the evidence suggests 

15 now that they're all at approximately the same rate 

16 of lung cancer. 

17 Q In small cell carcinoma? 

18 A In small cell lung cancer, in squamous cell 

19 carcinoma and adenocarcinoma, most of these tumors 

20 have more than a 50 percent mutation rate. 

21 (Change of reporters, 3:00 p.m.) 

22 Q Going back to 2C, Doctor, can you tell me, 

23 if you'd tell me the published studies that went 

24 into the creation of 2C. 

25 A There's at least one published study in 
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1 the Journal of National Cancer Institute. The 

2 senior author was Lee Mau, M-a-u. And I believe it 

3 was published in 1997. 
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4 


Q 


Okay. Any other articles you can 


5 remember? 

6 A Not that I can recall at the present time. 

7 Q And can you recall any articles that form 

8 the basis of 2E? 

9 A Well, we've talked about — we talked at 

10 least about one of them which was the Weststraw 

11 article. And as well as the conglomerate data from 

12 our own lab and other laboratories. 

13 Q But there was also some PCR sequencing 

14 data that you relied on? 

15 A PCR sequencing data from our own 

16 laboratory that contributed to this. 

17 Q Any articles that report a PCR sequencing? 

18 A There was an article on head and neck 

19 cancer that reported the differences in targeting 

20 patients, in the New England Journal of Medicine by 

21 our group in 1994, I believe. 

22 Q Do you have any breakdown, sir, of p53 

23 mutations of smokers vs. nonsmokers with lung cancer 

24 alone? 

25 A For what category are you talking about? 
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1 Q P53 mutations. 

2 A P53 mutations in? 

3 Q Lung cancer alone. This, as I 

4 2E is a conglomerate of p53 mutations in 

5 nonsmokers for tumors, right? 

6 A This is in tumors, correct. 
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understand, 
smokers vs. 



7 

Q 

But tumors of not just the lung? 


8 

A 

No, this is lung cancers and other cancers 

9 

as well. 

correct. Smoking-associated cancers 

which 

10 

includes 

tumors of the head and neck and lung. 


11 

Q 

And pancreas? 


12 

A 

Not pancreas. 


13 

Q 

Well, okay. Head, neck? 


14 

A 

Head and neck and lung. 


15 

Q 

Do you have any for lung? 


16 

A 

No. 


17 

Q 

Okay. Do you know what the breakdown 

18 

would be? 



19 

A 

I'd have some idea as to what the 


20 

breakdown 

would be for lung. I think it would 

be 

21 

very similar to I think what you're seeing on 

that 

22 

graph. 



23 

Q 

That's an estimate; you haven't done 

that? 

24 

A 

That's an estimate, correct. 


25 

Q 

Okay. And the only other published 

study 
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1 that you can recall other than the Weststraw article 

2 which was used in the chemistry, the only study, 

3 published study that you can recall relying upon for 

4 2E was a sequencing study of head and neck cancer? 

5 A There's a sequencing study of head and 

6 neck cancer, there's a sequencing study we've done 

7 in our own lab on lung cancer. There are also other 

8 studies that use the combination of 

9 immunohistochemistry and PCR-based methods on 
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11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 


patients, as well. 

Q Of lung cancer? 

A Of lung cancer, correct. 

Q And have you relied upon those for this 

2E? 

A That's correct. 

Q What are the names of those studies? 

A There was also at least one other study 

that I can recall, I believe Kengo, K-e-n-g-o, 
Japanese study that looked at lung cancer. I think 
that was also combination of immunohistochemistry 
and sequencing also. 

Q And can you recall any others? 

A No, not at this time. 

Q When you did your analysis. Doctor, did 

you come across an abstract from a poster session. 
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Does that ring a bell? 

A Where is this from? 

Q It's an abstract. Doctor. That's all I've 

got. 

A Thursday, November 1995. I'd have to 
know, I think, what meeting and what the criteria 
were for accepting this abstract first because 
unfortunately, as you may know, most abstracts that 
are published are actually never published in larger 
journals afterwards. 

Q My only question was, did you come across 

that? 
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No, I did not come across this. 


13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 


A 


Q Do you recognize the authors? 

A From China, no, I do not. 

Q Okay. How much time have you spent 
working on this case? 

A I'd have to make a summary. I think it's 
probably in excess of 20 hours. 

Q You're billing for your time? 

A Yes, I do. 

Q How much do you bill? 

A $300 an hour. 

Q And you spent in excess of 20 hours? 

A Yes. 
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Q Would it be between 20 and 25 hours? 20 
and 30 hours? 

A Something like that. 

Q And that includes reviewing the medical 
records? 


A Correct. 

Q That includes discussions with Mr. Wilner? 
A Yes. 

Q And includes any meetings you had in 
preparation for your testimony? 

A Yes. 


Q That would also include the reviews you've 
made of the Surgeon General's reports? 

A The reading, yes. 

Q That would include the reviews you made of 
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16 the materials sent to you by Mr. Wilner? 

17 A Yes. 

18 Q Now, I see on this table, sir, a large 

19 number of documents. And we'll stack them all up 

20 and measure them, but there has to be at least three 

21 lineal feet of documents; would you agree with that? 

22 A I don't know. I think we'd have to stack 

23 them to see how tall they are. 

24 Q Well, you'd agree it's a large — 

25 A There's quite a bit of information. 
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1 Q And you're not telling us you reviewed all 

2 of this information in 25 hours? 

3 A I believe I stated that at the beginning 

4 that I did not go through every piece of information 

5 in front of us. 

6 Q What I need to know is what documents of a 

7 tobacco company, industry documents, are you going 

8 to use in your testimony tomorrow? I need to know 

9 that, if any. 

10 A As I said, I do not intend to in 

11 particular use any articles from tobacco companies 

12 unless they happen to be apropos to questions that 

13 you ask me related to causation. 

14 Q Well, I'm not going to ask you questions 

15 related to anything tomorrow, actually. But if you 

16 were asked by Mr. Wilner about company documents 

17 that you reviewed, I'd like to know what they are 

18 now, okay. So do you intend in response to 
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19 questions put to you tomorrow by counsel for the 

20 plaintiffs to discuss company documents? 

21 A As I said, I do not believe it's going to 

22 be a major part of our discussions tomorrow, but I 

23 cannot exclude that certain documents may be brought 

24 up. 

25 Q Which documents? 
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1 A I don't know which ones they would be at 

2 this time. 

3 Q Show me the documents you reviewed. And I 

4 have here a binder called B & W CAN I. Did you 

5 review any documents from this binder? 

6 A Yes, I did. 

7 Q Point them out to me. 

8 A There was the Kennedy article, biological 

9 activity of smoker. 

10 Q Was that article brought to your attention 

11 by Mr. Wilner or anybody from the plaintiffs? 

12 A I don't recall how it was brought to my 

13 attention. Probably so. 

14 Q Okay. While we're on that one, what is 

15 bad flake? 

16 A I don't know, what is bad flake? 

17 Q That's what that article deals with that 

18 you just said you reviewed. 

19 A Which article? 

20 Q Tab ten. The one you have your finger 

21 on. 
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22 


A 


This is one I'm just going to comment on. 


23 I believe the article I just mentioned was the 

24 Kennedy article. 

25 Q And didn't you just say that you also 
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1 reviewed the one at tab ten? 

2 A I'm just comparing it to see if I did or 

3 not. 

4 Q Okay. Well, did you? 

5 A Let me just look at it for a second. Yes, 

6 I did review this. 

7 Q What's bad flake? 

8 A I have no idea. 

9 Q Let me see the article. What was the 

10 results of the inhalation test? 

11 A Basically they saw histologic changes in 

12 rats that were consistent with some other histologic 

13 changes in humans. 

14 Q Is that the conclusion they drew? 

15 A They made various other conclusions that 

16 the histologic subtypes were somewhat different than 

17 they are in humans, but they're certainly consistent 

18 at least in some of the histologic subtypes in my 

19 opinion. 

20 Q Were these acute tests or chronic tests? 

21 Inhalation tests. 

22 A I don't remember. 

23 Q How are you going to rely upon this for 

24 your testimony in the case? 
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25 


A 


Only specifically to as summary of some of 
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1 the information that was provided that was available 

2 at that time that related to models of how cancer 

3 was caused. 

4 Q Is this a model of how cancer was caused 

5 in acute inhalation test for six weeks? 

6 A I think it's a model of how cancer is 

7 caused. 

8 Q In 1975 was anybody using an acute 

9 toxicity test of six weeks inhalation as a model for 

10 cancer? 

11 A I do not know in 1975 what they were 

12 using. 

13 Q Are you going to testify to that? 

14 A As I told you, I don't intend to testify 

15 in that regard. 

16 Q Okay. Any other documents you intend to 

17 testify about in this binder? 

18 A The Karbe, Coster, Experimental Tumor 

19 Genesis in a Hamster Larynx as Promoting Activity of 

20 In-health Smoking Cigarette. 

21 Q What was the result of that study? 

22 A Basically again that they saw precancerous 

23 changes in the hamsters and that some of these were 

24 epidermoid or squamous cell-like changes, especially 

25 in the larynx. 
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1 

2 


Q When you say squamous cell-like changes, 
weren't they finding metaplastic changes? 

A They found, yes, precursors to squamous 
cell carcinoma including metaplastic changes. 

Q Did they identify them as precursors? 

A They did not in that particular article 
identify them as precursors. 

Q Did anybody at the time of that article 
identify metaplasia as precursor for cancer in the 
larynx? 

A Generally metaplasia can occur in 

nonsmokers as well. It has not been described as a 
precursor to lung cancer. 

Q Any other articles you relied on? 

A Yes. This is the Newell, N-e-w-e-1-1, and 
Evelyn, SR, The Qualitative and Quantitative Effects 
of Cigarette Smoke and Smoke Components on Cells and 
Tissues. 

Q And that's tab number? 

A Tab No. 9. 

Q What test was used in that one. Doctor? 

A Well, if I remember correctly, this 
article basically outlines applying certain 
carcinogens to tissue culture and looking at various 
changes, such as mitoses, cell death, and 
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chromosomal changes. 

Q Let me see. How are you going to rely on 
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3 

this one 

, Doctor? 


4 

A 

Again, just as a model of potentially 

5 

looking 

at how carcinogens can affect 

the 

6 

carcinogenic process. 


7 

Q 

Now, are you going to — strike that. 

8 

This article was done in 1994, correct? 

9 

A 

Correct. 


10 

Q 

And it was a review article 

, was it not? 

11 

A 

I believe it passed through 

several other 

12 

research 

studies that have been done 

previous to 

13 

that. 



14 

Q 

It was a review article in 

published 

15 

literature, was it not? 


16 

A 

Correct. 


17 

Q 

And it cites the published 

literature that 

18 

it reviewed, correct? 


19 

A 

Yes. 


20 

Q 

And you're relying upon it 

as a review 

21 

article 

that might be in the peer review published 

22 

literature for that matter, correct? 


23 

A 

I believe that is correct. 


24 

Q 

This is not something you're going to say 

25 

— strike that. 
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1 But you're relying upon a 1994 article for 

2 propositions of what we know today about cancer 

3 processes and cancer development? 

4 A Well, I think up until the time of 1994 

5 about some of these assays that were done. 
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6 Q Okay. Let me — Doctor, maybe I 

7 misunderstood. Are you going to be talking about 

8 the state of medical knowledge through the years? 

9 A The state of medical knowledge through the 

10 years as far as I understand it. I certainly would 

11 be willing to comment on what I know about those 

12 particular stages, but I'm much more interested in 

13 talking about what causes cancer than our state of 

14 knowledge today. 

15 Q Today. That's what I understood. You're 

16 not going to be a medical historian in this case; is 

17 that right? 

18 A Medical historian in the sense that I'm 

19 going to review the history of what we knew about 

20 the different studies over the years, only again if 

21 I'm specifically asked questions about what I do 

22 know of those studies. 

23 Q You haven't done a study of them? 

24 A No. 

25 Q You're not an expert in that? 
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1 A Well, again, I mean, I think you have to 

2 define an expert as somebody that — you have to 

3 define what an expert is for any given field. I 

4 certainly don't consider myself to be an expert, but 

5 I certainly consider myself to be at least somewhat 

6 knowledgeable about some of these studies that 

7 occurred over the years. 

8 Q Sure. I know you're knowledgable about 
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9 some of the studies that occurred over the years, 

10 but did you tell me state of the art was in 1955 

11 with respect to benzoate pyrene and lung cancer? 

12 A I would say that I would probably not be 

13 the most relevant person to talk about what happened 

14 in 1955. 

15 Q Well, relevance aside, I'm asking you are 

16 you an expert? 

17 A Again, I have some knowledge of what 

18 happened in that time but I don't remember myself to 

19 be an expert as to what the state of the art was in 

20 1955. 

21 Q Okay. Or in any given year. We're 

22 talking about historically. 

23 A Well, depends on what — obviously the 

24 year I began to do research, I would like to believe 

25 that I became an expert somewhere along the way. 
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1 Q What year was that, sir? 

2 A I'd say probably in the mid-'80s I would 

3 like to believe that I had some pretty good 

4 understanding what the literature was at that time. 

5 Q That's fair enough. Anything else in this 

6 book that you're going to testify about or rely upon 

7 in any way for your testimony in this trial? 

8 MR. RILEY: Greg, can we go off the 

9 record. 

10 (Discussion off record) 

11 Q Anything else in there? 
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No. 


12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 


A 

Q Did you look at the binder called History, 
Volume I? 

A Yes, I did. 

Q Okay. Are you relying upon any documents 
in this binder? 

A Certainly a lot of the Ochsner and DeBakey 
articles, the Wynder article. I believe these are 
some of the epidemiologic studies we've already gone 
through. 

Q Ochsner did an epidemiological study? 

A Ochsner and DeBakey did an epidemiologic 
study. They basically looked at the comparison of 
lung cancer in patients that smoked versus those 
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that didn't or the frequency of smokers versus those 
that weren't smokers in patients with lung cancer. 

In the broadest sense I believe it's correct. 

Q That would be called a case study, sir? 

A It would be called a case study, but it's 
part of epidemiology. Epidemiology includes case 
studies and case control studies in its broadest 

sense. 

Q By the way, who is Ernst Wynder? 

A Who is he? 

Q Uh-huh (affirmative). 

A He was — he's at the American Health 

Foundation, and he has certainly been somebody 
that's reported for a long period of time on the 
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15 association of smoking with cancer. 

16 Q He's actually been involved in this from 

17 the 1950s on, hasn't he? 

18 A I think he's one of the earliest names 

19 that I've seen in going back over the literature. 

20 Q He certainly would have a good 

21 understanding about the state of the art as it 

22 advanced from the 1950s to the present time? 

23 A Well, as I said, I think he's one of many 

24 experts that have surfaced over the years. And he's 

25 certainly somebody that could be relied on for a lot 
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1 of information. 

2 Q Well, can you answer my question. He 

3 would have a good understanding of the state of the 

4 art as it developed between smoking and lung 

5 cancer's relationship over the years, from 1950 to 

6 the present time? 

7 A I think he's one of the people that would 

8 have a good understanding. 

9 Q Do you know anybody who would have a 

10 better understanding? 

11 A I think Dr. DeBakey might have a good 

12 understanding as well. I think Dr. Ochsner would. 

13 Q What is Dr. DeBakey's especially? 

14 A Dr. DeBakey is a cardiovascular surgeon, 

15 but he certainly has published extensively and did a 

16 lot of work in association with lung cancer and 

17 smoking. 
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18 


Q 


Okay. Are you going to testify about 


19 American Tobacco Company's nicotine research? 

20 A No, there's nothing here. 

21 Q You're not going to testify about ads, 

22 advertisements, are you? 

23 A Not that I believe so. 

24 Q You're not going to testify about public 

25 statements of the tobacco companies? 
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1 A I don't believe so. 

2 Q Are you going to testify about anything 

3 from B & W CAN? 

4 A We discussed, I believe. No. 1, part of 

5 the technical — part of the progress, technical 

6 research department. 

7 Q Are you going to rely on that in your 

8 testimony at trial? 

9 A I don't believe there's anything here that 

10 is relevant to what I'm going to testify about. 

11 Q Okay. 

12 A I think we discussed this No. 8, long-term 

13 skin painting, experiments, progress report. Again, 

14 as a summary going back over the painting data that 

15 come up to that time for inducing skin tumors in 

16 mice. 

17 Q Was there anything in that report. Doctor, 

18 that you saw that you did not see in the published 

19 literature at the same period of time or before? 

20 A Not that I recall at this time. That's it 
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21 for this one. 

22 Q Okay. Would it be fair to say. Doctor, 

23 that you're not going to be talking about any of 

24 these documents except as they reflect a study or 

25 studies that relate to the cancer process? 
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1 A Yes, I think that would probably be fair 

2 to say. 

3 Q You're here tomorrow to testify as a 

4 researcher who's an expert in the cancer process, 

5 and you're going to rely upon literature that such 

6 reseachers would rely upon, correct? 

7 A I think in a broad sense that is correct. 

8 Q So if you are going to address any studies 

9 or any of the documents of the voluminous stuff on 

10 this table, it would be research documents, studies, 

11 scientific research studies that relate to 

12 carcinogenesis in some form or fashion? 

13 A I think in its broadest sense that is the 

14 focus of what we're going to talk about tomorrow. 

15 Q So we're not going to be hearing from you 

16 talking about things like addiction? 

17 A I don't believe so. 

18 Q And you're not going to talk about smoking 

19 behavior? 

20 A I don't believe so. 

21 Q You're not going to talk about how to 

22 design cigarettes? 

23 A I don't believe so. 
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Q You're not going to be talking about the 
different types of tobacco? 
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A I don't believe so. 

Q Or ways in which cigarettes are 
manufactured? 

A Correct. 

Q Okay. Is Bruce Ames an expert? 

A On what? 

Q That's my second question. What is Bruce 
Ames' expertise? 

A Well, he developed the Ames test. His 
expertise, I would say, is in an area that may be 
broadly called mutogenesis. 

Q You recognize him as an expert in 

mutogenesis? 

A Yes, I think he is one of the people that 
have had quite a bit of experience, he could be 
recognized as being knowledgeable in that area. 

Q Who do you recognize as an expert in 
epidemiology? 

A Again it's difficult to concentrate on any 
one specific person. There's certainly groups of 
people at certain institutions that I think do good 
epidemiology studies. Certainly groups of people at 
Johns Hopkins, such as Fred Hutchinson at Harvard, 
and several other places that do good epidemiologic 
studies. 
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1 Q Who is Jonathan Sammit? 

2 A Jonathan Sammit in now in our school of 

3 hygiene and public health at Johns Hopkins. He's 

4 certainly an epidemiologist that has done work on 

5 lung cancer. 

6 Q Is he an expert in that area? 

7 A Again, he's one of the people that I would 

8 consider to be quite knowledgeable in the area. 

9 Q Would you also consider Brian McMahon — 

10 do you know who Brian McMahon is? 

11 A I don't know him personally. 

12 Q Do you know him professionally? Do you 

13 know of him? 

14 A I've heard of his name professionally as 

15 an epidemiologist. And again I've heard that he's a 

16 reputable person. I have not personally talked to 

17 him. 

18 Q Would you be in a position to judge 

19 whether — to judge his expertise in epidemiology? 

20 A I personally would not be a position to 

21 judge anybody's individual expertise. I would be 

22 willing to judge the articles and what they're 

23 written to see whether it's useful or not or 

24 potentially — it would be considered appropriate or 

25 not. 
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1 Q Doctor, when was the first time you read a 

2 Surgeon General's report on smoking and health, read 

3 parts of a Surgeon General's report? 

4 A I think I probably read the first report 

5 probably as a medical student, probably excerpts 

6 that were presented to us as medical students. 

7 Q And do you recall what report that was? 

8 A Well, let me see. I was a medical student 

9 from 1981 to 1984, so I would imagine that it may 

10 very well have been the 1984 Surgeon General's 

11 report that came out, but I can't be sure. 

12 Q You don't know what that report dealt 

13 with, do you? 

14 A No, I don't remember. I mean, I certainly 

15 have read parts of it since then, but I don't recall 

16 what I recall from 1984 when I had read it. 

17 Q Sure. But that was the only time you read 

18 portions of the smoking and health Surgeon General's 

19 report until you got involved in this case, right? 

20 A I believe so. 

21 Q Now, in the 25 hours you spent reviewing 

22 all of these materials, part of that time was spent 

23 reviewing sections of the Surgeon General's report, 

24 correct? 

25 A Correct. 
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1 Q Some of these reports have clips on them, 

2 some of them have tabs on them. Post-its on them. 

3 Did you put those on there? 
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4 


A 


No, I didn't. 


5 Q They came that way to you? 

6 A Yes. 

7 Q Did you specifically direct your attention 

8 to those clipped portion, tabbed portions? 

9 A No, I did not get this specific book the 

10 way it was. I got xerox copies, and they didn't 

11 come with any tabs, so I just looked at separate 

12 areas without any indication as to which area it 

13 was. 

14 Q Did you look at the 1990 Surgeon General's 

15 report. Doctor? It's the one that had a red cover 

16 or maybe if it was a xerox it wouldn't help. 

17 A It's xerox, right. 

18 Q It's the one on — I forget the exact 

19 title, but it talks about the benefits of smoking 

20 cessation. 

21 A I believe I've seen that as well, yes. 

22 Q Wasn't a senior editor of that report 

23 Jonathan Sammit? 

24 A I believe so. 

25 Q Did you know that before you got involved 
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1 in this case? 

2 A Did I know that Jonathan Sammit was a 

3 senior editor? 

4 Q Of the Surgeon General's Report in 1990? 

5 A No. 

6 Q Have you ever had any discussions with 
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Dr. Sammit? 

A Nothing related to this at all. 

Q Are you familiar with any of his research, 
any of his studies on smoking and lung cancer? 

A I certainly have seen some of his work. 

Q Okay. Are you familiar with Dr. Stephen 
Hecht? 

A Yes. 

Q And is he — what is his expertise? 

A Well, I would consider him also to be a 
carcinogenesis-type of expert, people that work with 
addicts and different — and their role in carcino¬ 
genesis . 

Q And you reviewed his work? 

A I've seen some of his work, yes. 

Q And you find it to be reputable and 

published? 

A Just as we mentioned before on those 

criteria, yes, I think he is a reputable scientist. 
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Q 

A 

Q 

A 

reports 

Q 


Do you know who Daniel Horn was? 

No, I don't know that name specifically. 
E. Keiler Hammett? 

Hammett sounds familiar from some of the 
that I've read. I can't place him exactly. 
You don't know what his expertise was? 


A No. 


Q Charles Ellis? 
A No. 
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Q Sir Peter Froggett? 

A No. 

Q Oscar Auerbach? 

A Auerbach, yes. 

Q You're familiar with Auerbach's work? 

A Yes. 

Q And his work on preneoplastic — 

A Yes. 

Q — histological changes? 

A Correct. In autopsy cases, yes. 

Q S. J. Green? 

A In one of his reports, I believe he was a 
scientist that was convinced that the epidemiologic 
evidence was quite strong for cancer causation. And 
I believe that he was employed by one of the tobacco 
companies. 
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Q That's all you know? 

A That's all I know. 

Q You don't know what his expertise was? 

A No. 

Q You don't know when he was employed? 

A That I do not know. 

Q Do you know when he came to the conclusion 
that the epidemiological evidence was quite strong? 

A I don't recall the exact date. 

Q Dedrick Hoffman, do you know who Dedrick 
Hoffman is? 

A Doesn't ring a bell at the present time. 
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13 

Q 

Do you know who 

Michael Bierrer is? 

14 

A 

Yes, I've seen 

his work. 

I just have to 

15 

recall in 

what context. 



16 

Q 

Is it NCI? 



17 

A 

Yes . 



18 

Q 

If that helps. 

Done work 

in molecular 

19 

biology? 




20 

A 

Yes. 



21 

Q 

And biomarkers; 

does that 

help? 

22 

A 

Yes . 



23 

Q 

Reputable? 



24 

A 

Yes. 



25 

Q 

James Mulshine? 
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1 A I know Jim Mulshine. 

2 Q And do you find his work to be reputable 

3 as well? 

4 A Again, I think he's done some very good 

5 work in the field. 

6 Q And something that you would consider and 

7 look at as being performed by a reputable and 

8 scientific field of molecular biology? 

9 A Again, I have to look to the individual 

10 studies. All of us can falter. I'd be willing to 

11 consider most of his stuff to be pretty good. 

12 Q Does that mean even you could be faulted 

13 at certain times. Doctor? 

14 A Well, I think none of us are perfect. I 

15 think you have to take everything in context. 


http://legacy.library.ucsfaajiii»ttiel/<tjttp§ 2 iM^>ii 1 industrydocuments.ucsf.edu/docs/yxhd0001 



Esutard Sriestad? 


16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


Q 

A Sriestad. 

Q You know him? 

A Yes, I know him. 

Q Okay. Is he also someone who's done work 

in the field of molecular biology? 

A He is someone that predominantly has 

reviewed the work in molecular biology. 

Q And as a reviewer is he a competent and 
fair reviewer? Knowledgeable? 
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1 

A 

I think I'd have to look at the individual 

2 

review 

to see. 

3 

Q 

Okay. Well, how about Curtis Hess? 

4 

A 

I know Curt. I know him. 

5 

Q 

Okay. 

6 

A 

He's also considered to be a 

7 

carcinogenesis molecular epidemiologist-type person. 

8 

Q 

Okay. 

9 

A 

And I certainly think that most of his 

10 

work is 

quite accurate and good stature. 

11 

Q 

John Mena, would you say the same? 

12 

A 

John Mena, I know him. 

13 

Q 

Would you say the same as you would for 

14 

Curt? 


15 

A 

Yes, in general. 

16 

Q 

Bruce Johnson? 

17 

A 

Bruce Johnson I know. 

18 

Q 

Same field, same reputation? 
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2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 
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17 

18 
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A I think Bruce Johnson is more of a 
clinician in the sense of — rather than a basic 
researcher, but certainly his clinical work in lung 
cancer is certainly reputable. 

Q How do you term yourself? Are you 
basically a clinician or basically researcher? 

A Well, I do both. I publish predominantly 
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in basic research. I'm certainly a medical 
oncologist that takes care of patients. I would say 
that most of our studies are basic or translation in 
the sense that they bridge the gap between basic and 
clinical medicine. 

Q And I think we've already talked about you 
mentioned Lee Mau before? 

A Yes. 

Q Who is someone — you've published with 
him, haven't you? 

A He was my post-doctoral fellow, so I think 
he's going a good job. 

Q Okay. Now, Doctor, you said you were 
clinical oncologist? 

A Yes. 

Q And you do clinical oncology work? 

A Yes. 

Q Can you tell us how many times you have 
diagnosed lung cancer in the last six months? 

A In the last six months, zero. 

Q How many times in the last year? 
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22 

23 

24 

25 
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A 

Q Last five years? 

A I'd have to take a guess, but I would say 
that as an oncologist, first of all, we don't 
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generally make the diagnosis of lung cancer, okay. 

Q I understand. 

A So most of the time we get patients that 
are referred for lung cancer, and we basically 
confirm the diagnosis. So over that period of time, 
I would say there's probably at least a dozen 
patients that came in with lung cancer. 

Q That you've confirmed the diagnosis? 

A That I've confirmed the diagnosis in one 

way or another. 

Q That was my next question. Would it be 
fair to say over the last five years you've treated 
approximately a dozen lung cancer patients? 

A I think it's probably fair to say. 

Q And was this as chemotherapist? 

A Yes, correct. 

Q You don't do radiotherapy? 

A No. 

Q You're not a radiologist? 

A No. 

Q You don't hold yourself out as an expert 
in radiology? 

A No. I can certainly interpret films 
because we interpret them all the time, but I'm not 
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a radiologist. 
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1 Q You would defer to a board-certified 

2 radiologist on hard calls with respect to CT scans? 

3 A I think in general terms, that's probably 

4 correct. 

5 Q And you're not a pathologist? 

6 A Again, I'm — what we do is called 

7 molecular pathology in many ways, so we certainly 

8 look at a lot of slides. I'm not a board-certified 

9 pathologist, but I certainly have a joint deployment 

10 in pathology, and I certainly look at a lot of 

11 slides. 

12 Q Have you ever diagnosed a patient on the 

13 basis of a histologic light microscopy? 

14 A Have I diagnosed a patient? Yes. Have I 

15 reported that as a billable — as a billable 

16 diagnosis, no. 

17 Q In your hospital, sir, does a pathologist 

18 or a board-certified pathologist render the 

19 diagnosis on light microscopy? 

20 A That is generally the case, yes. 

21 Q You may look at the slides, but the 

22 pathologist does the diagnosis? 

23 A Generally that is what is important is the 

24 pathologist to diagnose, yes. 

25 Q Now, do you do immunochemistry? 
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A We do do immunochemistry in the laboratory 
as well. 

Q You personally? 

A Yes. I personally or through one of my 
technicians or affiliates, yes. 

Q And do you do this with respect to — 
strike that. 

Do you do staining for histologic typing 
like PAS with diastase or without diastase, those 
kind of stains? 

A If there's a reason to do them, we do 
them. We generally do stains that we're doing in 
our research protocols. 

Q And those would not include stains like 
mucin carbon, would they? 

A Generally they would not. 

Q Did you look at the pathology in this 

case? 

A Yes, I did. 

Q But did you look at the mucin carbon 
stain? 

A I did not have a mucin carbon stain. 

Q I'm not suggesting that there was any 
mucin carbon stain, actually. Did you see any 
stains other than H and E stains? 
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A I saw the H and E stains of the material 
of the block that were sent to us for trying to 
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obtain cellular material. 

Q You cut blocks? 

A Yes. 

Q Okay. Okay. You have those slides? 

A They should be available. 

Q Okay. Did you do any other review of 
histological slides in the case? There were slides 
prepared during — 

A Right. We didn't take — the ones that 
were prepared as to what we were staining we did not 
look. 

Q Okay. So the only thing you saw were the 
H & E slides that you prepared? 

A Correct. 

Q Okay. Got you. You know there was some 
immunochemistry done diagnostically, correct? 

A Correct. 

Q What is your understanding of what that 
showed? 

A My understanding is that it was mucinase 
carbon negative. 

Q You agree. Doctor, that large cell 
carcinoma is a diagnosis of exclusion? 
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A I think generally there are some — there 
are some morphologic features that tend to push you 
to the diagnosis of large cell, but it is generally 
considered to be a tumor type of stain negatively 
for mucin, so that is one of the ways the diagnosis 
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can help to be found. 


7 Q There's adenocarcinomas that are negative, 

8 too? 

9 A There are adenocarcinomas that are also 

10 negative. 

11 Q But if — strike that. Is it your 

12 understanding that large cell carcinoma is an 

13 undifferentiated tumor histologically? 

14 A That's the way I think of it as well as 

15 undifferentiated tumor. 

16 Q So if there's any differentiation, any 

17 glandular differentiation, for example it would be 

18 an adenocarcinoma? 

19 A Not necessarily. 

20 Q A poorly differentiated adenocarcinoma? 

21 A I mean poorly differentiated 

22 adenocarcinomas and large call carcinomas can be 

23 difficult to distinguish from one another, but there 

24 are certain characteristics, including the cell 

25 size, the way they tend to clump together. And as 
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1 we talked about staining, that can help you 

2 distinguish one from the other one. 

3 Q Tell me the way they clump together. 

4 A Well, sometimes they can — you can — 

5 adenocarcinomas may clump together and form gland- 

6 like structures that are very definitive and tend to 

7 push you to the diagnosis of adenocarcinoma. Again, 

8 in poorly differentiated adenos or poorly 
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9 differentiated large cell carcinoma sometimes with 

10 thicknesses can be difficult to distinguish. 

11 Q There is no poorly differentiated large 

12 cell, is there? 

13 A They're all undifferentiated by 

14 definition, yes. 

15 Q So by definition, if it shows 

16 differentiation, it's squamous or it's adeno, 

17 correct? 

18 A Not necessarily. Because we rely a lot on 

19 the mucin carbon negative staining also to describe 

20 the large cell carcinoma. 

21 Q Do you rely upon the AFIT fasical 

22 pathology for histological typing? 

23 A Generally that is used, yes. 

24 Q And the World Health Organization has its 

25 own histological typing? 
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1 A Yes, they do. 

2 Q And it's very similar, isn't it? 

3 A I think so. They are very similar but I 

4 think there are slight differences as well. 

5 Q Okay. Doctor, do you — the tests that 

6 you do and you publish on, those are diagnostic 

7 tests and prognosticators? 

8 A We publish on so many things I think 

9 you're going to have to be a little bit more 

10 specific. If you can lead me a little bit more into 

11 what you're trying to ask me about I think I can 
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12 better answer. 

13 Q You publish biomarkers? 

14 A That is one of the areas that we publish 

15 on for early detection markers or biomarkers; 

16 correct. 

17 Q Those early detection markers or 

18 biomarkers are of actual cancer, correct? 

19 A These are genetic changes that are 

20 contained within tumors that we then use to try to 

21 diagnose on even in the absence of, for example, 

22 morphologic criteria that define cancer. 

23 Q So even through there isn't a clinically 

24 apparent cancer with your biomarkers in sputum 

25 analysis and what have you, you can discern that a 
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1 cancer is there somewhere? 

2 A That's a very complicated question, 

3 because it depends a lot on the sensitivity of the 

4 assay that you're using. So if you have a 

5 relatively insensitive assay, for example, you're 

6 probably going to find only cancers in poly larges. 

7 If you have a very sensitive assay, then you can go 

8 into an area called — really are called 

9 intermediate biomarkers, where you're defining 

10 disease potentially before you can clinically define 

11 it. So these markers have really a wide spectrum of 

12 uses depending on how you define the sensitivity in 

13 the assay that you're using. 

14 Q Let's talk about the latter, the 
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15 intermediate biomarkers. 

16 A Yes. 

17 Q What are you identifying there? A 

18 preinvasive lesion? 

19 A Well, an intermediate biomarker can be 

20 defined as anything that occurs not in normal and — 

21 but in the process of progression to malignancy. 

22 And that can be — again, you have to define the 

23 biomarker. It can be a precancerous lesion 

24 certainly, it can be a genetic change that is 

25 associated with the progression to cancer. It can 
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1 be something that occurs many years before the onset 

2 of cancer, something very close to the onset of 

3 cancer. 

4 Q Okay. Well, let me ask you what the 

5 precancerous lesions are for large cell carcinoma? 

6 A I would say that we probably don't have a 

7 good precancerous identified lesion for large cell 

8 carcinoma. 

9 Q Okay. What are the associated correlated 

10 genetic events that precede large cell carcinoma? 

11 A Well, again, I think here we would 

12 extrapolate back to what we know about other 

13 cancers, which basically the changes that have been 

14 identified in large cell carcinoma clearly have to 

15 occur in a period of time between normal and large 

16 cell carcinoma. 

17 Q And a squamous cell carcinoma, is that the 
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18 period that involves metaplasia, dysplasia? 

19 A In some tumor types, you can see 

20 morphologically distinct lesions that can be 

21 identified as preneoplastic lesions. And in some 

22 tumor types you can't. That is well known now for 

23 different tumors. I think large cell falls into 

24 that category again where we don't necessarily 

25 identify the preneoplastic lesions, but there 
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1 clearly has to be preneoplastic lesions that are 

2 there because that is the way all tumors progress. 

3 Q Well, the Auerbach, we've mentioned 

4 before, had a histological progression that he 

5 observed through autopsy studies, et cetera. Are 

6 you familiar with that? 

7 A Yes. 

8 Q And he identified a hypoplastic, 

9 metaplastic, dysplastic carcinoma in situ invasive 

10 cancer steps? 

11 A Yes, I'm familiar. 

12 Q That's a light microscopy. Has there been 

13 any attempts that you know of to correlate those 

14 histological light microscopy changes with genetic 

15 changes? 

16 A Oh, yes. That's what we're involved with 

17 in doing in our laboratory. 

18 Q Have you identified any genetic event that 

19 correlates with metaplasia? 

20 A You can occasionally with metaplasias see 
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21 chromal genetic changes that are starting to occur. 

22 For example, chromosome 9pr3p deletions category 

23 metaplastic lesions. 

24 Q And metaplasia, of course, is reversible; 

25 isn't it? 
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1 A We believe that it's the case. Again, you 

2 know, you have to prospectively follow somebody and 

3 rebiopsy the area and see if it's completely 

4 reversed. 

5 So you're really talking about looking at 

6 an area and getting an idea as to what the frequency 

7 is over time and whether you're seeing reversion of 

8 some of these lesions. But it is generally 

9 considered that some early chromal changes can 

10 reverse. 

11 Q And it's generally considered that 

12 dysplasia is reversible? 

13 A You know, again, I think that the — I 

14 think that the body of evidence is really not 

15 definitive yet as to whether dysplasia is completely 

16 reversible or not. I think the morphologic changes 

17 which people define as dysplasia can be reversible, 

18 but I'm not at all convinced yet that some of the 

19 genetic changes that occur in dysplasia are 

20 reversible. 

21 Q There may be dysplastic changes that have 

22 genetic changes, there may be dysplastic changes 

23 that do not? 
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That I agree with. 


24 A 

25 Q And therefore some may be reversible, some 
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1 may not; we just don't know. Is that right? 

2 A I would agree with that in general, yes. 

3 Q Okay. Doctor, do you hold yourself out at 

4 an expert in medical ethics? 

5 A I think as an oncologist we have to deal 

6 with ethics every day. And as a geneticist we 

7 certainly have to deal with ethics every day in 

8 terms of whether patients are predisposed to cancer, 

9 whether you're going to do germ line genetic 

10 testing. Am I a card-carrying medical ethicist? I 

11 think it depends on what you consider one to be. 

12 Q I don't know. I'm asking you. 

13 A We certainly are involved with ethical 

14 issues all the time, and I certainly would be 

15 willing to comment on them. And, I don't know. I 

16 guess you'd have to ask other people whether I'm an 

17 expert on medical ethics or not. 

18 Q Oncologists generally deal with ethical 

19 questions as all doctors deal with ethical medical 

20 questions. I'm asking you whether you hold yourself 

21 out as someone who has a superior expertise as a 

22 general oncologist who deals with these issues every 

23 day? 

24 A I would say that I like to read medical 

25 ethics, because I think it's very interesting, so I 
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1 certainly have read quite a few articles related to 

2 that, for whatever that means. 

3 Q There was a debate among medical ethicists 

4 as to whether a person who has cirrhosis of the 

5 liver should be entitled to a liver transplant. You 

6 remember? That came up with Rusty Staub. 

7 A I believe it came up with the other people 

8 as well. 

9 Q Sure. But that's where it got a lot of 

10 the press. How did you come out on that side? Do 

11 you think they should? 

12 A I believe that everybody deserves an 

13 opportunity to get potentially lifesaving treatment. 

14 Q And where the lifesaving treatment, such 

15 as a liver transplant, is in short supply, do you 

16 think people who have cirrhosis of the liver are as 

17 deserving as someone who has a need for a liver 

18 through no fault of his own? 

19 A I believe so. 

20 Q Okay. So you would say that they both 

21 equally deserve a liver? 

22 A I believe so. 

23 Q And you wouldn't distinguish between the 

24 two? 

25 A I would not. 
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1 


Q 


Okay. 


2 A I may distinguish on other factors. We're 

3 talking about everything else being equal and that's 

4 the only difference. 

5 Q Sure. 

6 A There are certainly other factors, such as 

7 age or something else may be a factor. But I think 

8 other factors being equal, no. 

9 Q Do you think that a person who has 

10 cirrhosis of the liver and is an alcoholic and 

11 refuses to curb his drinking should be entitled to a 

12 liver transplant? 

13 A I think, again, in those circumstances you 

14 have to look at each individual case. But certainly 

15 the person can be admonished to stop drinking. I 

16 think they probably do deserve a chance to have a 

17 liver transplant. 

18 Q And if he doesn't? If he chooses not to 

19 stop drinking? 

20 A If he doesn't, I think it really relates 

21 to the medical risks related to it. If the medical 

22 risks are such that he continues drinking, he may 

23 have a harder time going through the transplant 

24 program. I think you may have to seriously consider 

25 that he maybe doesn't get the transplant. But again 
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1 I'd have to look at the individual case and 

2 circumstances. 

3 Q In other words, if a person is a candidate 
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4 for a liver transplant and he says I'm not going to 

5 stop drinking — he's asked and he's honest and says 

6 I'm not going to stop drinking. I like to drink. 

7 That's what I'm going to do. Do you think he's 

8 entitled to a liver transplant anyway? 

9 A I think he's entitled to some counselling 

10 before we make a decision on this case. 

11 Q And after counseling he says the same? 

12 A And if after counseling he become 

13 absolutely adamant and is clearly going to drink, 

14 because some people under some circumstances may be 

15 expressing some strange ideas in that fashion. It 

16 may not be related to their wish to continue to 

17 drink. It may be, in fact, related to their wish 

18 for attention or lack of attention or whatever the 

19 case may be. 

20 I would say that again it's — everything 

21 else being equal, only I believe if his medical 

22 circumstances would be affected and his chances of 

23 surviving the transplant would be lower would I then 

24 withdraw that from that patient. 

25 Q Do you counsel people about smoking? 
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1 A I haven't seen very many new patients in 

2 the last year, but in the past I have oftentimes 

3 admonished my patients to stop smoking. 

4 Q Do you refuse to treat them if they don't? 

5 A Absolutely not. 

6 Q Have you — when you admonish people about 
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7 their smoking behavior, have any of them ever 

8 expressed to you surprise that smoking is creating a 

9 risk for them? A risk of disease? 

10 A You know, people are very different. 

11 There are certainly, I can recall very vividly 

12 individuals that have expressed extreme surprise at 

13 the level of risk that we've communicated to them in 

14 terms of the risk of being acquired from continuing 

15 to smoke for certain types of cancer, heart disease 

16 and other things that are caused by smoking. 

17 Q Have you ever found any individual that 

18 you've counselled that wasn't aware that smoking 

19 creates a risk of developing lung cancer? 

20 A Amazingly enough I have to say that once 

21 in a blue moon I have encountered a person that 

22 seems to have no clue as to at least the fact that 

23 cigarette cancer — cigarette smoke actually causes 

24 cancer. 

25 Some people have expressed a view, and I 
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1 don't know if this is correct or not, that cigarette 

2 smoking will make your lung cancer worse but doesn't 

3 necessarily cause lung cancer or that cigarette 

4 smoking only causes lung cancer if you inhale. If 

5 you don't inhale deeply, you wouldn't get lung 

6 cancer. So there's certainly quite a few 

7 permutations of having cancer in my practice about 

8 their perception. 

9 I would say that amazingly enough, at 
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10 least in the last few years there's still occasional 

11 patients that seem to be clueless as to the major 

12 risks from cigarette smoking. 

13 Q And what would you tell patients that 

14 their lifetime risk is of developing lung cancer if 

15 they smoke? 

16 A Well, I mean, obviously we relate to them 

17 that, you know, the chance of any given person 

18 developing lung cancer is still going to be small, 

19 but I would say what we do is try to relate to them 

20 in terms of the relative risk. If the relative risk 

21 is — you know, depending on how much they smoke, 20 

22 or 30 times more likely to develop lung cancer than 

23 somebody who doesn't, though I admonish my patients 

24 not just based on lung cancer risk. I admonish them 

25 just based on the risk of any type of cancer. 
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1 And rather than using things like relative 

2 risk, we just try to communicate that there's 

3 obviously a high chance, and a lot higher chance is 

4 what we tell them, of getting different types of 

5 cancer. And obviously for many patients as well the 

6 risk of cardiovascular disease is explained to them 

7 as well. 

8 Q And on the basis of that information, do 

9 all of your patients quit smoking? 

10 A I would say that remarkably enough, there 

11 are a few patients that quit smoking, but most 

12 don't. It's hard to say, I mean I certainly have 
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13 read literature suggesting that there may be 5 or 10 

14 percent of patients if admonished strongly by their 

15 physician. I think my personal experience is 

16 probably very similar to that. 

17 And a lot of patients that quit amazingly 

18 enough just the one time that you admonish them. 

19 The ones that tend to not do that and take a period 

20 of time often times restart. 

21 Q Now, what would you say is the risk that 

22 somebody will develop lung cancer in their life if 

23 they smoke one to two packs a day? What is the 

24 lifetime absolute — you know what absolute risk is? 

25 A Yes. I would say the absolute risk for a 
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1 patient that smokes is probably in the range of 10 

2 to 20 percent. 

3 Q Have you seen statements that report as 

4 low as four percent lifetime risk? 

5 A I've seen lower and I've seen higher. 

6 Q Higher than 20 percent? 

7 A I've seen people that actually have quoted 

8 higher numbers, but I think it's probably in the 

9 range of 10 to 20 percent. 

10 Q Okay. Well, maybe you can tell me 

11 something that says something higher than 20 percent 

12 because 20 percent seems — ten percent is what is 

13 generally reported by the Surgery General and the 

14 other evidence. 

15 A Right. 
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Q And there are things I have seen that says 
it's as low as four percent, such as textbooks? 

A Right. I agree there's some variation in 
the percentage, but as I said I think chances are 
still greater that you won't develop than you will 
for any given patient. 

Q And you tell your patients that, don't 

you? 

A We tell them. We're obviously honest with 
them in terms of what the absolute risk is. You 
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know, it's one of those things that you have to 
convey in terms — you have to try to convey 
statistical risks in common language. 

Q And you tell patients that quitting 
smoking will reduce their chances of getting cancer, 
don't you? 

A That we absolutely tell them, yes. 

Q And you believe that, don't you? 

A I truly do believe that. 

Q Now, in this case, you've come to the 

conclusion that Roland Maddox had lung cancer 
because of smoking; is that right? 

A Yes, that is true. 

Q And you believe that if he had not smoked 
he would not have developed lung cancer; isn't that 
right? 

A I would say that his chances of developing 
lung cancer would have been a lot, lot smaller. 
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19 


Q 


Can you state with a reasonable degree of 


20 certainty that he would not have got lung cancer if 

21 he had never smoked? 

22 A Oh, yes, I think I can state within a 

23 reasonable degree of certainty that that is the 

24 case. 

25 Q And you can say within a reasonable degree 
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1 of medical certainty that if he had quit smoking in 

2 1969, say, that he probably would have avoided lung 

3 cancer; isn't that true? 

4 A I would say that if he would have quit in 

5 1969 he would have reduced his chance for lung 

6 cancer, but in a given patient it would be hard to 

7 make an absolute estimate of what his frequency or 

8 chance of getting cancer by stopping smoking at that 

9 point. 

10 As you know, all these studies are based 

11 on large number of patients, so with that given 

12 patient it's hard to know what the absolute 

13 reduction for him for that patient would have been. 

14 Q Doctor, you recognize that lung cancer 

15 occurs in at least ten percent of nonsmokers — 

16 strike that. You recognize that lung cancer, ten 

17 percent of lung cancer is due to causes other than 

18 smoking? 

19 A Yes, I think that is a good estimate. 

20 Q And you recognize that the causes of lung 

21 cancer in nonsmokers are also the cause of lung 
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22 cancer in smokers? 

23 A Yes. 

24 Q So the fact that Mr. Maddox never smoked, 

25 he still had a chance of developing lung cancer? 
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1 A Yes, but the chance would be much, much 

2 smaller. 

3 Q Right. And if he had quit smoking, say, 

4 30 years before his presentation of lung cancer, his 

5 chance of developing lung cancer would have been 

6 much, much smaller? 

7 A It would have been smaller, yes. 

8 Q Isn't it true. Doctor, that he would have 

9 avoided 85 to 90 percent of his risk if he had 

10 stopped at the age of 40? 

11 A 85 to 90 percent of his risk? I'd have to 

12 see how you calculated that. 

13 Q I calculated it actually two ways. First 

14 of all you said Dr. Feingold was somebody you saw 

15 some reports of. He wrote an expert report in this 

16 case. I don't know if he showed it to you or not. 

17 But what he did was he — I'm going to come around 

18 here if I may. 

19 A Sure. 

20 Q He wrote a report here and you can see 

21 part of it says, cessation of smoking and he goes to 

22 epidemiology. That substantial risk of lung cancer 

23 persists long after cessation was proven by Halpern. 

24 In a report on 36,000 former smokers, Halpern 
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25 


demonstrated that for a 65-year-old man who had quit 


ACCURATE REPORTING SERVICE OF JACKSONVILLE, INC. 
501 West Bay Street, Suite 150 
Jacksonville, Florida 32202 

115 

1 smoking between the ages of 40 and 49, the relative 

2 risk of dying of lung cancer was 18 percent of the 

3 risk experienced by a 65-year-old current smoker. 

4 So that's 82 percent. 

5 A Right. That's about an 80 percent 

6 reduction. 

7 Q For 40 to 49. And you would agree, sir, 

8 that if he had quit before that at 39, his risk 

9 would even be lower? His risk avoided would be 

10 higher? 

11 A Well, I think that the numbers would 

12 probably be very similar. A one year given the 

13 latency of the disease would be a very small 

14 difference. But based on these numbers, you know, I 

15 believe there would be, as we talked about, a 

16 significant reduction in his risk if he would stop 

17 smoking. 

18 Q And wouldn't you agree, sir, it is more 

19 probable than not based on these numbers that if 

20 Mr. Maddox had stopped smoking at the age of 40 to 

21 49, he would have probably avoided his lung cancer? 

22 A That is not my opinion. 

23 Q You think he would not have avoided his 

24 lung cancer? 

25 A He would have had a tremendous reduction 
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1 in the risk of his lung cancer, but he would have 

2 still remained with a substantial increased risk 

3 compared to normal people that have not smoked. 

4 Q Okay. Take a population of a hundred 

5 smokers, and they all smoked to age 65 and developed 

6 lung cancer. And if you take that same population 

7 and quit at age 40, according to this Halpern study, 

8 what would be the predicted number of lung cancers? 

9 A Well, of course, obviously his — the 

10 predicted number of lung cancers would only be 20. 

11 But, on the other hand, that would still be much 

12 higher than the person that doesn't smoke. 

13 Q Sure, it would be 20 out of a hundred. So 

14 80 would have avoided it, correct? Now, if Roland 

15 Maddox was one of those hundred, which is it more 

16 likely that he would be in? The 80 or the 20? 

17 A I think that is an unusual way of looking 

18 at statistics. We can't compare him to other people 

19 that are smoking or quitting smoking. You have to 

20 compare them to people that are not smoking for his 

21 risk. 

22 Q Doctor, you have no trouble in saying that 

23 out of a hundred people who are smokers, 90 of them 

24 would get lung cancer as a result of their smoking; 

25 10 of them will get lung cancer as a result of other 
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1 things. You have no problem with that, right? 

2 A Correct. 
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Q You have no problem saying that if Roland 
Maddox had never smoked, most likely he would have 
been in the 90 who avoided their cancer rather than 
the 10 who got it, right? 

A We talked about that, yes. 

Q You have no problem with that one, right? 

A Correct. 

Q If I change the numbers to 80/20, you have 
a problem? 

A Yes, because his relative risk compared to 
people that don't smoke is still two to threefold 
higher than patients that never smoked. He still 
has a much higher chance of getting lung cancer 
because he was a smoker. 

Q You have no problem saying he would be one 
of the 90 and not one of the 10, but you have a 
problem saying he would be one of the 80 and not one 
of the 20? 

MR. MAXWELL: Object to the form, asked 
and answered. 

MR. SHEFFLER: Is that your testimony? 

A I think we just went through it. If you 
want to we can go through it again. 
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Q It is a matter of probabilities, isn't it? 

A It's always a matter of probabilities. 

Q And the probabilities is it's four to one 
times greater that he would be avoiding his cancer, 
isn't it? 
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A 


He has a reduction in his risk of getting 


7 cancer, but he still has a greater risk than people 

8 that have never smoked. So his personal risk has 

9 been decreased, but it still has not gone back down 

10 to a patient that has never smoked. 

11 Q I understand. But isn't it true that on a 

12 probability basis, and that's all we can deal with 

13 here is probabilities. There's a probability that 

14 he would get cancer if he had never smoked, a small 

15 one, but there is a probability he'd do it, right? 

16 A When you have a probability, you have to 

17 compare it to something. The probability of 

18 something compared to something. 

19 Q Right. 

20 A The probability — all you're asking — 

21 what you're trying to get me to answer to is that 

22 the probability of him not getting cancer compared 

23 to those people that wouldn't have quit smoking 

24 would be markedly reduced. I said I agree with 

25 you. 
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1 On the other hand, his probability of 

2 getting lung cancer should be compared to somebody 

3 that never smoked. And his probability would have 

4 been reduced but would still be higher than somebody 

5 that never smoked. 

6 Q Well, Doctor, the only way we can deal 

7 with this is with the evidence that we have. 

8 Obviously for any smoker the probability of getting 
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9 cancer is less than 50 percent, correct? 

10 A Correct. 

11 Q The probability is that any smoker will 

12 develop cancer is that he won't, right? 

13 A Correct. 

14 Q So when we're dealing with people that did 

15 develop cancer, and we want to see what would have 

16 happened if they had quit, we have to compare it to 

17 people who didn't, don't we? 

18 A No, I think that — 

19 Q Okay. I'll withdraw the question. We can 

20 do it tomorrow. 

21 (Change of reporter, 3:20 p.m.) 

22 BY MR. SHEFFLER: 

23 Q Just a follow-up, last couple of questions 

24 on what we were talking about. 

25 Again, if you take the hundred smokers and 
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1 they stopped, 80 would have avoided their cancer and 

2 20 would not have? 

3 A Yes. 

4 Q Can you state with a reasonable degree of 

5 medical certainty that Roland Maddox would be one of 

6 the 20? 

7 A I would state with a degree of medical 

8 certainty that he would have reduced his risk, as 

9 we've discussed, to approximately being one of those 

10 20, based on a large cohort of people. 

11 Again, I would have to reiterate that for 
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a given individual it is very — it is impossible to 
estimate that risk. 

Q I'm not sure I understood what you meant. 
If we took a hundred people, all like Roland Maddox, 
but instead of smoking until 65 they stopped in 1969 
when they were 39 years of age — 

A Yes. 

Q — you would agree with me that statistics 
predict that 80 percent, or 80 of those, would not 
have developed cancer? 

A Of the people that smoked. I would agree 
that there's a significant reduction which 
approaches 80 percent for people that stop smoking 
at that age. 
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Q So 80 who would have otherwise gotten 
cancer would have avoided their cancer? 

A That's correct. 

Q Right? 

A That is correct. 

Q You don't know which 80 of the hundred 

those would be? 

A Correct. 

Q Is it your testimony that you can state 

with a reasonable degree of certainty that Roland 
Maddox would have been one of the unlucky 20 and not 
one of the 80? 

A It is my testimony that his risk cannot be 
compared to that group. It has to be compared to 
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15 the group that didn't smoke, because his risk would 

16 still be higher. 

17 Q I understand. I'm just asking you with 

18 respect — I understand you can't say that he would 

19 have been one of the 80 who would have avoided his 

20 cancer. Can you state, based upon everything you 

21 know, that he would have been one of the 20 who 

22 would have gotten cancer even if he had quit in 

23 1969? 

24 A I can't state that. 

25 Q Okay. So you can't state one way or the 
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1 other? 


2 

A 

Right. 

3 

Q 

And the probabilities and the statistics 

4 

are all 

we have to answer that question; is that 

5 

right? 


6 

A 

I think that particular question you've 

7 

asked me 

■, I think that statistics and probability 

8 

are probably the best ways to try to answer it, but 

9 

they're 

imperfect. 

10 

Q 

But there's nothing else we have, is 

11 

there? 

There's no other science that we can bring 

12 

to bear 

on this issue; is that right? 

13 

A 

I believe so, in the general context. 

14 

Q 

Have you ever smoked? 

15 

A 

Never have. 

16 

Q 

Did you ever try it? 

17 

A 

Never tried it. 
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18 


Q 

Doctor, I'm going to 

show you a chapter 

19 

out 

of Fishman's. It's 

a — you know what Fishman's 

20 

is. 

don ' t 

you? Pulmonary disease textbook? 

21 


A 

Yes. 



22 


Q 

It's the most 

recent 

version edition. Are 

23 

you 

familiar with it? 



24 


A 

Yes. 



25 



MR. SHEFFLER: 

If we 

could mark that. I 
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think it's 5. 

(Defendant's Exhibit No. 5 was marked for 
identification.) 

Q At page 1713 there's a chart — and that's 
really the only thing I want to refer you to — that 
talks about estimated tumor burden, et cetera. 

A Okay. 

Q And you see that the chart talks about — 
it shows a period of hyperplasia, the normal 
proliferating tissues, and then there's an 
initiation, and then there's a subclinical growth of 
cancer burden until it reaches presentation. 

Do you see that? 

A Yes, I see that. 

Q Do you basically agree with that chart? 

A Let me just look a little bit more fully. 

Q Sure. 

A (Examining document) I think generally, 

yes, I agree with that. I think it shows... I 
think it shows something that is reflected in our 
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current state of thinking. 

Q There's also a statement here, and I just 

want to read it to you. 

A Okay. 

Q It goes through: "Chromosomal 
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abnormalities potentially may also be used as 
biomarkers of susceptibility. Abnormalities have 
been reported in chromosome numbers 3, 11, 13, and 
17, most often associated with tumor suppressor 
genes such as p53 at chromosome 17 and 
retinoblastoma on chromosome 13." 

And I think you referred to chromosome 

11 — 

A I meant — 

Q 9? 

A Correct. And retinoblastoma is probably 

not the target of 13q inactivation in most non-small 
cell lung cancers. Other than that, it appears to 
be accurate. 

Q It's talking about cancer in general, 
including small cell? 

A Okay. 

Q "However, before changes in genes or gene 

products resulting from these genetic changes can be 
adopted as biomarkers of premalignant or early 
cancer, their use for this purpose needs to be 
validated." 

Do you agree with that? 
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24 A I think that what they are talking about 

25 is using them in clinical trials. And I believe 
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1 that before you start prospectively treating 

2 patients, for example, with chemo preventives, and 

3 you want to use them as intermediate biomarkers, 

4 then they have to be correlated with the chance of 

5 disease occurring after the biomarker has occurred. 

6 Yes. 

7 Q In fact, that's exactly what they're 

8 referring to, because they go on to say: "Ideally 

9 this should be done in a randomized study comparing 


10 

screening 

with and 

without 

a molecular marker." 

11 

Which would be the 

clinical trial you referred to. 

12 

right? 




13 

A 

Yes . 



14 

Q 

Has that 

been done? 

15 

A 

For what? 


16 

Q 

For your 

biomarkers. 

17 

A 

Well, we 

have so 

many biomarkers I think 

18 

we have to — 



19 

Q 

For lung 

cancer. 

Any biomarkers for lung 

20 

cancer. 




21 

A 

I think that there's probably very few 

22 

established biomarkers in 

general that can be used 

23 

as intermediate biomarkers 

for chemo prevention 

24 

studies. 




25 

Q 

For lung 

cancer, 

we're talking about. 
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1 A For lung cancer, I think certainly that 

2 some of the genetic changes we're talking about are 

3 intimately involved with the progression of lung 

4 cancer and would certainly be candidates to be used 

5 as intermediate biomarkers. 

6 Q What are the intermediate biomarkers for 

7 lung cancer? 

8 A Well, one of the things we've already 

9 alluded to earlier today was the fact that normal 

10 tissue in patients that don't have cancer yet but 

11 have been exposed to cigarette smoke have 

12 chromosomal deletion. So I think chromosomal 

13 deletions may be potential biomarkers that can be 

14 used in lung cancer trials at some point. 

15 Q As I understand it, though, you estimated 

16 that was about 70 percent of all smokers? 

17 A For one chromosomal deletion, correct. 

18 Q And, of course, 70 percent of smokers 

19 don't get cancer, not even close? 

20 A Correct. 

21 Q So it's not very sensitive? 

22 A No. Well, I think sensitivity, you're 

23 using it incorrectly. 

24 Q It's not very specific? 

25 A Right, and — 
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1 


Q 


It's very sensitive 


2 A And when you're talking about biomarkers, 

3 you're not talking about straight sensitivity and 

4 specificity like you are for a diagnostic. You're 

5 talking about the risk that's associated with that 

6 biomarkers for the development of disease. So, in 

7 fact, it could be very useful if a large percentage 

8 of the time they resist disease compared to somebody 

9 that doesn't have it. 

10 And so, again, I don't think that that 

11 excludes them as being potentially useful at all. 

12 Q It is very sensitive but not specific? 

13 A It is nonspecific only in the way that 

14 you're trying to describe its prediction of 

15 developing lung cancer. 

16 Q So, in other words, the fact that the 

17 chromosomal deletion is found in a person doesn't 

18 allow you to predict that that person will develop 

19 lung cancer? 

20 A Well, obviously we have to wait for 

21 prospective trials. My opinion would be based on 

22 what I understand about carcinogenesis, that like 

23 other genetic events, only a fraction of those 

24 people would go on to develop lung cancer. 

25 Q And also there would be people developing 
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1 lung cancer that did not have chromosomal 

2 aberrations on 9p? 

3 A Well, that, we don't know yet. That, we 
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4 don't know yet. 

5 Q All right. We talked about the precursor 

6 lesions for squamous cell carcinoma and Oscar 

7 Auerbach. What is the precursor lesion for 

8 adenocarcinoma? 

9 A There's, I think, some emerging evidence 

10 that perhaps there may be things that are called 

11 adenomatous hyperplasia or other lesions that may be 

12 precursors. 

13 Q Atypical bronchiolar cell hyperplasia, as 

14 well? 

15 A Yes. 

16 Q Both of those lesions are thought to be 

17 precursors of adenocarcinomas? 

18 A Potential. It's very hard to identify a 

19 precursor precisely unless you have many lesions 

20 where you see both the precursor and the cancer 

21 developing side by side, and in which you can, for 

22 example, trace the same genetic events from the 

23 precursor to the presumed cancer. 

24 In the absence of that, we use studies 

25 that compare, for example, a large number of those 
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1 lesions versus invasive cancer and predict that, for 

2 example, they have similar changes that suggest they 

3 may be precursors. 

4 Q Are you aware of any studies that have 

5 looked at atypical bronchiolar cell hyperplasia or 

6 adenomatous hyperplasia and its association with 


http://legacy.library.ucsfaajiii»ttiel/<tjttp§ 2 iM^>ii 1 industrydocuments.ucsf.edu/docs/yxhd0001 



Yes, I think there are studies that have 


7 smoking? 

8 A 

9 been done that have suggested that they are higher 

10 in cases of smokers that were clinical. 

11 Q And there were studies that suggest the 

12 other, there is none? 

13 A Correct. And this is a perfect example of 

14 why sometimes I think you have to look at the 

15 individual studies and see which one is more likely 

16 to be correct, the number of patients, the type of 

17 evaluation, et cetera, et cetera. I tend to believe 

18 that they probably are higher in smokers than 

19 nonsmokers based on the conglomerate of data. 

20 Q But there certainty hasn't been the 

21 clinical studies done that would allow us to even 

22 ascertain which of the various hyperplasias are 

23 precursors; is that right? 

24 A Again, I think you need to think of it in 

25 terms of probability. It's not that they are or 
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1 aren't the precursors. What you're asking me, I 

2 believe, is what is the given chance any given 

3 adenomatous hyperplasia will actually go on to 

4 develop cancer. And that's a fascinating field that 

5 we are examining right now. 

6 So in that context I think you need to 

7 talk about probability, not about its absolute 

8 presence as a precursor or absence as a precursor. 

9 Q Doctor, tell me with Roland Maddox, if you 
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10 would, tell me when his cell became initiated. 

11 A Could you please focus on exactly what you 

12 want. 

13 Q What I want is the initial cell which gave 

14 rise to his cancer. When did that cell arise in his 

15 lung? 

16 A That is an impossible question to answer, 

17 in my opinion, because what happens is that there 

18 are whole populations of cells that have been 

19 exposed to carcinogen and have developed a genetic 

20 lesion. 

21 The rate of progression of each of those 

22 tumors to the point where they actually begin to 

23 double and form a clonal — a large clonal expansion 

24 varies tremendously. May have to do with 

25 accumulation of other genetic events. 
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1 And so, for example, you could have a 

2 transformed cell that lays there for years without 

3 doubling, without increasing significantly its 

4 clonal expansion, only to suddenly start its clonal 

5 expansion much faster and producing the clinical 

6 lesion. Or you could have a lesion that has slowly 

7 progressed over a period of time to produce the 

8 clinical lesion. 

9 So I think that the answer you are asking 

10 for is not possible to reach. 

11 Q We don't know — I mean, there is no way 

12 for you to say that his cancer didn't start within 
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13 the last 15 years; is that true? 

14 A One of the — in terms of whether his 

15 specific — whether we can trace down the origin of 

16 the first transformed cell, I would say that the 

17 highest likelihood, based on the fact that he would 

18 obtain a much higher degree of genetic changes while 

19 he was smoking, I would say that it is more likely 

20 than not that his cancer cell was probably 

21 transformed during his smoking years than during his 

22 nonsmoking years, based on my entire understanding 

23 of cancer progression. 

24 Q And you can't be more specific than that? 

25 A And I cannot be more specific than that. 
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1 Q In other words, if there was an issue in 

2 this case as to whether his smoking post-'79 was 

3 responsible for developing that cancer rather than 

4 the smoking pre-'79, we would just have to say its 

5 impossible to tell? 

6 A Well, as I said, it's more probable than 

7 not that his initial cell was transformed while he 

8 was smoking than when he was not smoking. 

9 Q Right. But, I mean, he smoked post-'79; 

10 he smoked pre-'79? 

11 A Correct. 

12 Q And we can't tell whether his smoking 

13 post-'79 or pre-'79 was responsible for transforming 

14 the cell, correct? 

15 A Correct, except that the — I mean, I 
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16 would have to expand on that to say that obviously 

17 the longer the smoking period has occurred, the more 

18 likely you are to see a transformation that would 

19 lead to cancer. And certainly there was quite a bit 

20 of smoking history before 1969. 

21 MR. MAXWELL: Bruce, for planning 

22 purposes, we have to quit at five. 

23 MR. SHEFFLER: We do? 

24 MR. MAXWELL: Yeah. 

25 MR. SHEFFLER: That's a court order? 

ACCURATE REPORTING SERVICE OF JACKSONVILLE, INC. 
501 West Bay Street, Suite 150 
Jacksonville, Florida 32202 

133 

1 MR. RILEY: No court order. 

2 MR. MAXWELL: Well, we're going to stop at 

3 five. 

4 MR. SHEFFLER: Okay. All right. We'll 

5 see what we do when we get there. 

6 BY MR. SHEFFLER: 

7 Q Doctor, you're familiar with various 

8 models that have been developed for carcinogenesis? 

9 A I believe so. 

10 Q Which model do you believe best reflects 

11 the state of knowledge of the genetics, the 

12 epidemiology, toxicology, whatever, chemical 

13 carcinogenesis of lung cancer? 

14 A I believe that they're all somewhat 

15 imperfect compared to the human model. And, 

16 therefore, that's why I study the human model. 

17 Q Then you tell me with the human model. 

18 What are the genetic sequence of events in the 
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19 development of lung cancer in the human model. 

20 A Well, in the human model, again using 

21 histopathologic changes as a guide, we can begin to 

22 place certain genetic changes in a general order of 

23 progression. And generally — 

24 Q Let me stop you right there. What I'd 

25 like you to do is tell me sequence of events that 
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1 occurred in Roland Maddox. 

2 A Okay. Well, I think it applies to him as 

3 it does to a general population of people that 

4 develop lung cancer. And this is whether they smoke 

5 or they don't smoke. You get an initial 

6 transformation of a cell. That transformation is 

7 usually a genetic change within a critical oncogene 

8 or a tumor suppressor gene. 

9 That provides a growth advantage to that 

10 initially transformed cell. And that growth 

11 advantage may be a survival advantage, an actually 

12 doubling advantage. There may be the capacity for 

13 it to migrate more through a place denuding 

14 epithelium at a higher level, something like that. 

15 As time goes by, either endogenous or 

16 exogenous process of being traditional mutations. A 

17 cell within that cluster of original cells develops 

18 an additional genetic change, which gives it a 

19 further advantage. 

20 And this process continues probably in the 

21 order of eight to twelve genetic events for lung 
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22 cancer until you actually see the latest clonal 

23 expansion, which presents as a clinical lesion. 

24 Q Now, how many rate-limiting events? You 

25 say there are eight to twelve genetic events. 
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1 Purportedly one genetic event could cause another 

2 genetic event? 

3 A That is also possible, correct. 

4 Q How many rate-limiting? Do you know what 

5 I mean by rate-limiting? 

6 A Yes, and I understand where you're trying 

7 to move by rate-limiting. I believe that there — I 

8 believe that there has to be at least one 

9 rate-limiting step, and there may be several within 

10 that context. And we really don't know how many 

11 rate-limiting steps there are. 

12 Q Now, the way you've described this, for 

13 Russian, it takes into account the number of genetic 

14 events that could give rise to what some people 

15 refer to as promotion; is that right? 

16 A I think promotion is, at least the way 

17 that carcinogenesis people use it, is quite 

18 different than what we're talking about here, which 

19 is genetic changes that lead to progression. 

20 Q So anything that increases the mitosis 

21 over the apoptosis is not necessarily a promotional 

22 event? 

23 A It's not necessarily a promotional. 

24 Q Mitosis meaning cell proliferation; 
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25 apoptosis, cell death, for differentiation, right? 
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1 A Yes. 

2 Q So there are things that can be 

3 promotional events that are not mutational, right? 

4 A I believe that is the case, yes. 

5 Q And promotion generally is regarded as 

6 reversible, right? 

7 A I think promotion, again, it's different 

8 because we don't think of it exactly in the same way 

9 as carcinogenesis people do, which is irreversible. 

10 I consider it to be promotion nothing more than 

11 different compounds that can increase the likelihood 

12 of a cancer occurring once an initiation for a 

13 mutagenic event has occurred. 

14 Promotion to us in the sense that we talk 

15 about genetic progression means further accumulation 

16 of genetic changes. And I don't distinguish between 

17 what's going on in the environment and what's 

18 allowing these to potentially reproduce faster or 

19 die slower or whatever the case may be, growth 

20 factors, et cetera. 

21 So I think those models are somewhat 

22 different in the way we understand them. 

23 Q Well, all right. Doctor, would you agree 

24 that — all right. 

25 Would you talk about these genetic events 
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1 again. And chemical carcinogenesis, we're talking 

2 about adducts that go unrepaired, correct, and lead 

3 to mutational events? 

4 A That is the one way that a mutational 

5 event can occur, yes. 

6 Q That's the predominant way for a chemical 

7 carcinogenesis, isn't it? 

8 A That is the way that we believe many of 

9 the chemical carcinogens probably work, yes. 

10 Q What is the way you believe that chemical 

11 carcinogens in smoke cause their action? 

12 A I do believe that some of them may be 

13 simple adducts that cause point mutations or other 

14 things in genes. But I think that things like the 

15 presence of chromosomal deletions beg the question, 

16 but there may be other mechanisms involved in the 

17 way that cancer is caused by carcinogens from the 

18 cigarette smoking. 

19 Q And you don't know which way Roland 

20 Maddox's cancer developed, whether it was by 

21 deletion of chromosome or by adducts and point 

22 mutations? 

23 A Well, as I said before, we were not able 

24 to acquire enough material to test specifically for 

25 either of those. 
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1 Q And you don't know whether the genetic 

2 events that occurred in Mr. Maddox involved 
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3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


1 

2 

3 

4 

5 


encogenes or tumor suppressor genes or both, do you? 

A Well, we know that they would have to 
involve either or both. We know that that is the 
way cancer is caused. And the only issue is whether 
you're asking which ones specifically were involved 
in his case. But here I think we can rely somewhat 
on the general context of most lung cancers, which 
is that we know what the general genetic changes are 
that would lead to progression of lung cancer. 

Q You are aware. Doctor, aren't you, of 
models that suggest that the principal role of 
cigarette smoking carcinogenesis is promotion? 

A I have read through several papers that 
talk about at least certain compounds being 
potentially promoting agents, but I think most 
people also believe that there are initiating agents 
within cigarette smoke, as well. 

Q Doctor, did you have — when you did your 
tests of — the PCR sequencing, did you get so far 
as to try to actually sequence the material? 

A No, the DNA was insufficient to be able to 
amplify it appropriately. 

Q Did you try to amplify it? 
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A We tried to amplify it. It would not 
amplify. 


Q And what happened? 

A It would not amplify. 

Q Do we have anything that would document 
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6 that? Do you have any — 

7 A I assume we probably can look at negative 

8 jells that have blank lanes, yeah. 

9 Q Let me see if we... You agree that 

10 adducts formed from exogenous compounds contribute 

11 to some degree, but not the majority of the adducts 

12 formed as a result of endogenous factors; isn't that 

13 true? 

14 A I believe that there are many endogenous 

15 sources of adduct, yes. 

16 Q And the principal contribution to adducts 

17 in the genome is from endogenous not exogenous 

18 sources; isn't that true? 

19 A Except in people that smoke, who I believe 

20 there is a much larger contribution from exogenous 

21 adducts. 

22 Q You would agree. Doctor, wouldn't you, 

23 that even in people who smoke the contribution to 

24 adduct formation — I'm not talking about just those 

25 people who develop lung cancer, but for all people. 
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1 The exogenous contribution of smoke and other 

2 factors is less than the endogenous contributions to 

3 adduct formation? 

4 A Yes, I would agree with that. 

5 Q And wouldn't you also you agree. Doctor, 

6 that most adducts repair? 

7 A I do agree with that as well. 

8 Q And that the fidelity of the DNA repair 
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You agree with that, too? 


9 declines with age? 

10 A I think that's pretty much pure 

11 speculation. 

12 Q Isn't that one of the rationales for why 

13 we see cancer developing as a matter of aging? 

14 A And as I said, I think that's pure 

15 speculation. 

16 Q Would you agree. Doctor, that 

17 proliferation of cells with adducts will cause — 

18 will increase the likelihood of mutation? 

19 A I believe that nonrepair of adducts 

20 increases the number of fixed mutations. A cell 

21 with a fixed mutation is most likely to go on to be 

22 transformed and continue a progression. 

23 Q But to get to that fixed mutation isn't it 

24 more likely that if you have rapid mitosis it's more 

25 likely that that — 

ACCURATE REPORTING SERVICE OF JACKSONVILLE, INC. 
501 West Bay Street, Suite 150 
Jacksonville, Florida 32202 

141 

1 A I also believe that is pure speculation. 

2 Q That has been suggested in the literature, 

3 hasn't it? 

4 A There's plenty of things that have been 

5 suggested in the literature. 

6 Q You don't know one way or the other, do 

7 you? 

8 A Well, I do not believe that there's any 

9 sufficient evidence to support that view. 

10 Q Would you agree that one way that the body 

11 deals with cells that do have fixed mutations is 
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12 apoptosis? 


13 A I believe that's one way that the body 

14 deals with cells that have the mutations, yeah. 

15 Q And that means the cells simply die out? 

16 A Correct. 

17 Q And aren't proliferated in such a way as 

18 they're available for further transformation? 

19 A Yeah. 

20 Q And once epithelial cells undergo 

21 initiation, the development of a malignant tumor 

22 depends on the complex process of tumor promotion? 

23 Would you agree with that? 

24 A Again, I think that there the 

25 carcinogenesis and genetic model diverse quite a 
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1 bit. In the genetic model you certainly do not need 

2 the promoting agents. Promoting agents may increase 

3 the likelihood of some of the mutations acquiring 

4 clonal expansion, but they may not necessarily 

5 increase the chances that new genetic mutations 

6 would require. 

7 Q But there are such things as epigenetic 

8 carcinogens, aren't there? 

9 A What do you define as epigenetic? 

10 Q Something that doesn't cause mutation in 

11 your DNA. 

12 A Yes, there are such compounds that can 

13 cause changes that do not specifically change the 

14 base hairs of the DNA. They may change things that 
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15 are attached to the DNA, like methylation grooves, 

16 et cetera. 

17 Q How would you define those compounds? Are 

18 those promoter compounds? 

19 A No. Again, I think I would — compounds 

20 that cause epigenetic changes, if they lead to fixed 

21 mutations would be compounds that can lead to 

22 mutations. I think I would basically leave it as 

23 simple as that. If they cause epigenetic changes 

24 that don't lead to clonal expansion or genetic 

25 changes, I would say that they have no effect on the 
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1 progression. 

2 Q Do we know in the case of Mr. Maddox what 

3 the first genetic event occurred in his 

4 transformation to developing cancer? What was the 

5 first genetic event? Was it oncogenes, tumor 

6 suppressor gene, or what? 

7 A Well, again, as we discussed earlier, I 

8 mean, this is basically the same question repeated 

9 over again. His individual case, we didn't have the 

10 material to — we couldn't test enough of the 

11 material to be able to — adequate material to be 

12 able to amplify or look for some of these genetic 

13 changes. 

14 Q Even if you had been able to test for it, 

15 Doctor, if you had been able to find — let's assume 

16 for a moment that the probabilities are such that 

17 you would find a p53 mutation. You don't know 
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18 

whether 

that 

was the first mutation? 


19 

A 

No, 

we would not know. 


20 

Q 

In 

fact, it's likely it wasn't; 

isn't that 

21 

true? 




22 

A 

Why 

do you say it's likely that 

it isn't? 

23 

Q 

Isn 

't it reported that p53 is a 

relatively 

24 

late-stage event? 


25 

A 

The 

problem is that that is in 

general 
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1 models where we're looking at general order of 

2 progression. But any genetic change can occur early 

3 or late. We're looking at a general tendency. 

4 So, again, it's not necessarily more 

5 right; not necessarily more right than not, it's 

6 just we don't know what the order of events are for 

7 that particular person. 

8 Q So we have no way of knowing what the 

9 first event was in Mr. Maddox's case? 

10 A No. 

11 Q And we have no way of knowing when that 

12 first event occurred? 

13 A Well, again, as we talked about it 

14 earlier, I mean it is likely that at some point 

15 during the continued smoking that the initial 

16 transformation took place. And the likelihood is 

17 basically the highest in the highest amount of time 

18 that he smoked. 

19 I think that given the statistical 

20 probability of these events taking place at any 
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21 time, the longer that he was exposed to those 

22 carcinogens would give him the highest risk — the 

23 first initiating event. 

24 Q If I understand what you are saying, the 

25 longer he smoked, the higher the chance is that the 
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1 initial event would have occurred? 

2 A Correct. 

3 Q So it's more likely that it would have 

4 occurred in his latter smoking history? 

5 A Well, it seems like — what do you define 

6 as "latter"? 

7 Q Well, as opposed to early. I was going to 

8 ask you that next. 

9 A I mean, again, I think it's cumulative. 

10 The risk continues to accumulate for each year. I 

11 mean, we're talking about decades. I mean, 

12 certainly by the '60s he would have had a normal 

13 understanding of the latency period. More than 

14 sufficient exposure. And it would have only 

15 increased as he would have continued. 

16 Q By the '60s? 

17 A Yes, by the '60s. 

18 Q His sixties? 

19 A No, in the '60s. 1960. 

20 Q And by the '70s, the chances of the 

21 initial cell would have — 

22 A It would have been even higher. 

23 Q And by the '80s it's going to be very 
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high, right? 

A It's going to be higher. 
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Q And that's all we can tell, is by 
probabilities? You can't tell whether it was the 
'80s or was the '70s or was the '60s, but the 
probabilities are that the risks are greater in the 
'80s than the '70s than the '60s; is that right? 

A That is correct. 

Q And again, we don't know when the 
last-stage event occurred that lead to the clonal 
growth that was the — 

A We do not. 

Q — invasive cancer, right? 

A Yes. 

Q Do you follow doubling time theories at 
all. Doctor? 

A I don't really — I certainly follow them, 
but I don't believe in them very much. 

Q Doctor, do you belong to any antismoking 

organizations? 

A None. 

Q Do you believe adults should not be 

allowed to smoke cigarettes? 

A No. 

Q Do you believe adults should be allowed to 
smoke cigarettes? 

A Yes. 
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1 Q Do you believe that adults should bear the 

2 responsibilities for smoking cigarettes? 

3 A I believe that every individual has to 

4 share some responsibility for what his actions are. 

5 And I believe that in this case I would have to say 

6 they share some responsibility. 

7 Q So you believe that in this case a person 

8 who smokes — let me ask you this. Doctor. If a 

9 person voluntarily chooses to use a legal product, 

10 knowing full well all the risks attendant to that 

11 product, should he bear the responsibility of 

12 realizing those risks fully? 

13 A Well, I think again — I mean, you know, 

14 your supposition is extremely important, that is, if 

15 a person really realizes what all the potential 

16 risks are, and I would say for something like 

17 cigarette smoke where the risks continues to 

18 increase and continues to accumulate over a period 

19 of time such that that person should have adequate 

20 counseling and admonition for during the period — 

21 continuously rather than at just one point in time, 

22 then I think that that person bears a certain amount 

23 of responsibility for continuing to smoke. 

24 Q Doesn't bear all responsibility? 

25 A Well, I think that there, there is one 
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1 other issue related to cigarette smoke, and that is 

2 the capacity of the person to be able to stop. 

3 Certainly, if you apply a burning compound to your 

4 skin and it's uncomfortable, somebody finally tells 

5 you to stop, it's probably a lot easier than when 

6 you're potentially addicted to something. 

7 And I think that issue still comes to play 

8 which is obviously, as we all know, that it is very 

9 hard for smokers to quit, even though they try. And 

10 I think that is still the part that is potentially 

11 not their responsibility. 

12 Q In other words, you would agree then, I 

13 guess, that people who drink aren't responsible 

14 totally for developing cirrhosis of the liver, say? 

15 A I think to a certain extent that it is 

16 true. I think that alcohol also is something that 

17 is hard to withdraw from, and I think that it's 

18 availability makes it easier. 

19 Q And if somebody uses cocaine, which is 

20 illegal, that's not totally his responsibility 

21 either, is it? 

22 A Well, I think that their responsibility is 

23 a lot higher because it is an illegal compound. So 

24 you have to go through criminal activity to actually 

25 obtain that. And I think that puts it into a 
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1 different category. 

2 Q So in that case, you think it's totally 

3 his responsibility? 
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4 A I think it's much, much higher their 

5 responsibility as well, yes. 

6 Q How about if he breaks into a store to get 

7 the money to buy his cocaine? Is that his 

8 responsibility? 

9 A Of course. 

10 Q How about if an alcoholic breaks into a 

11 store to get money to buy his alcohol? Is that his 

12 responsibility? 

13 A Yes, I believe so. 

14 Q Even though he's doing it because he needs 

15 his alcohol? 

16 A Well, I think the issue again here is the 

17 fact that a person has to be at least somewhat 

18 responsible for his actions, and it's just a matter 

19 of degree. And I think certainly again when you're 

20 talking about criminal activity, there's no question 

21 about personal responsibility. 

22 Q So you think that a legal product that is 

23 sold to someone who appreciates the risk of that 

24 product and assumes those risks willingly doesn't 

25 bear responsibility for realizing the consequences 
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1 of it? 

2 A I think we went through this earlier when 

3 I told you that I think he bears some responsibility. 

4 Q How much? 

5 A Well, I think you — you know, it's very 

6 hard to put a number on something like that. I 
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7 think it's something that you just have to have a 

8 feeling for. I think that the addiction involved 

9 with cigarette smoke is a really, really big factor 


10 

for many patients. 


11 

Q 

Do you ski? 


12 

A 

Excuse me? 


13 

Q 

Do you ski? 


14 

A 

Once in a while. 


15 

Q 

If you went skiing and had an 

injury. 

16 

ruined 

your knee, would you feel that it 

was right 

17 

for you 

to sue the ski hill operator? 


18 

A 

It depends on the circumstances. If the 

19 

lights 

were off and I didn't know where 

I was 

20 

going - 

- 


21 

Q 

No, no. No, no. 


22 

A 

— I think I may go ahead and 

sue them. 

23 

Q 

Everything was fine. It was 


24 

nonnegligent. There was no negligence. 


25 

A 

These are hypothetical cases. 
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1 Q It is a hypothetical. But this — 

2 A These are hypothetical cases. I think in 

3 general — you know, I think every circumstance has 

4 to be evaluated fully, and I think that under the 

5 circumstances you're relating, I don't think there's 

6 a lot to sue the other person for. 

7 Q Why not? 

8 A In skiing? 

9 Q Yeah. 


http://legacy.library.ucsfaajiii»ttiel/<tjttp§ 2 iM^>ii 1 industrydocuments.ucsf.edu/docs/yxhd0001 



10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 


A Because somebody is undertaking a sport 
with the understanding that there is a small 
probability that they may get injured. And so they 
go ahead and ski. 

Q And somebody who smokes cigarettes with 

the understanding there's an probability that he's 
going to get a disease? 

A I think that — 

Q What's the difference? 

A Yes, I think there's a big difference. I 
think that the difference that you are going down 
the hill and can hurt your knee is easily understood 
by every walking individual that is going to put on 
those skis. And I think the risks that we're 
talking about that relate to cigarette smoke are 
much more complex, are much more difficult to 
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explain to a patient and I think are interpreted 
very differently, depending on the way that 
information is given to a patient. 

In addition, I do not believe the patients 
that ski are addicted to skiing. 

Q There may be skiers who disagree. 

A All right. 

Q All right, just give me two minutes here. 

A Okay. 

(Discussion off record and recess) 

BY MR. SHEFFLER: 

Q Doctor, just a couple of cleanup 


http://legacy.library.ucsfaajiii»ttiel/<tjttp§ 2 iM^>ii 1 industrydocuments.ucsf.edu/docs/yxhd0001 



13 


questions. 


14 A Yes. 

15 Q You mentioned chromosomal breaks as 

16 intermediate biomarkers. Now, which chromosomal 

17 breaks are intermediate biomarkers for lung cancer? 

18 A I mean, they have to do with the same 

19 deletions that we were describing in invasive lung 

20 cancer. Chromosome 9 — no, chromosome 9p, 

21 chromosome 3p, chromosome 17p, chromosome 13q. 

22 There's a variety of them that potentially could be 

23 biomarkers. 

24 Q Potentially? 

25 A Yes. 
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1 Q But we don't know for sure yet? 

2 A Well, as we discussed earlier, I think we 

3 went through it. 

4 Q We did. 

5 Are there any other intermediate 

6 biomarkers, genetic intermediate biomarkers? 

7 A Sure. I mean, any specific point mutation 

8 in an oncogene or a tumor suppressor gene is 

9 potentially also a clonal event that could be used 

10 as a biomarker. And, again, depending on when it 

11 occurs and what the probability is, it can give you 

12 some information as to the likelihood of cancer 

13 occurring. 

14 Q But again, we'd have to wait to find out 

15 what those probabilities are, et cetera, et cetera. 
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16 

I mean. 

the same thing 

would apply to 

the 

point 

17 

mutations as applies to 

the chromosomal aberrations? 

18 

A 

Yes, it's the 

same situation. 


19 

Q 

We need to do 

the test? 



20 

A 

Correct. 




21 

Q 

Doctor, you agree this cancer is 

in very 

22 

much the periphery of the lung, based 

upon 

what 

23 

you've 

seen? 




24 

A 

Very much in 

the periphery 

of the lung? 

25 

It's in 

the left upper 

lobe. I mean. 

it' s 

part of 
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1 the peripheral part of the left upper lobe, but the 

2 left upper lobe is not very — you know, it's kind 

3 of a cone shape that has... So the periphery there 

4 is very small. 

5 Q Abutting the pleura? 

6 A Abutting the pleura, yes, correct. 

7 Q Again, why did you want to do a p53 

8 analysis? 

9 A Because it's the most common mutation that 

10 we were doing and, as we described, to show that 

11 potentially this patient had a p53 mutation which is 

12 more common in people who smoke than people that 

13 don't smoke. 

14 Q I mean, the fact is, we know he had 

15 genetic mutations? 

16 A Correct. 

17 Q And the likelihood is that he had a p53 

18 mutation, correct? 
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Correct. 


19 

20 
21 
22 

23 

24 

25 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 
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A 

Q But if he didn't have a p53 mutation, it 
wouldn't change your opinions one bit, would it? 

A No. 

Q Not a bit? 

A No. 

Q Did you do a search for studies that 
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showed no correlation between p53 and smoking lung 
cancer? Let me state that question a little 
differently. 

Did you look for studies which showed 
there was not a higher incidence of p53 mutations in 
lung cancer in smokers versus lung cancer in 
nonsmokers? Did you look for such studies? 

A Yes, I looked through such studies. And 
again, what I considered to be a summary is 
presented in that graph, which is that the most 
reliable studies and the best studies suggested that 
there was quite a big difference in the rate of p53 
mutations between smokers and nonsmokers. 

Q Did you find studies that found no 
relationship? 

A Sure. There were some poor, small — poor 
studies that were small and didn't use reliable 
methods that seemed to show no difference. 

Q So the reason why you discounted them 

were, they were small in number? 

A Correct. 
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22 Q They used unreliable methodology? 

23 A Correct. 

24 Q Which would be something other than PCR 

25 sequencing? 
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1 A Well, not only that, but it could be, for 

2 example, immuno/histochemistry that is not 

3 appropriately scored. I mean, there's many 

4 potential faults that you can see in these type of 

5 articles. 

6 Q How could you tell how they scored them? 

7 A They usually talked about it in the 

8 article. They used the methods. For example, they 

9 may have a cutoff that one percent of cells is 

10 positive and they call it p53 positive. Or five 

11 percent. 

12 Q But if it's PCR sequencing, that wouldn't 

13 fall into your idea of unreliable methods? 

14 A Oh, it certainly can. 

15 Q And how would that? 

16 A Oh, there can be a potential amount of PCR 

17 artifact that people report the same mutation 

18 several times, suggesting that they've had PCR 

19 contamination. They report mutations we've never 

20 seen before in a set of lung cancer, suggesting that 

21 it's something perhaps unreliable. 

22 There are clues actually in study that 

23 even PCR-based methods could be incorrect. 

24 Q Do you find this stuff getting in peer 
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1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


review journals? 
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A Absolutely. 

Q Did you try to do any p53 immunochemistry 
on the existing slides of lung cancer? 

A No. 

Q Why not? 

A We did not want to perform for a few 
minutes the chemistry. We wanted to try to preserve 
what we had to be able to use it for a PCR-based 
analysis. And as we've talked about, p53 mutation 
analyses are specific, so we thought that would be a 
better approach. 

Q But you could have done immunochemistry, 
looking at p53 as it existed on the slides of 
cancer? 

A Yes, you could have. 

Q But you decided that wasn't something you 

wanted to do? 

A Right. 

Q Because it's not as reliable as doing PCR? 

A Yeah. 

MR. SHEFFLER: We've got to find out how 
much stuff is here. So I think the best way to do 
that — Dr. Sidransky, we don't need to bother you 
for this, but we just want to — 

THE WITNESS: You want to document the 
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1 documents? Are we going to measure them? 

2 MR. SHEFFLER: What we want to do is, we 

3 just want to measure — 

4 MR. MAXWELL: No. No, no. 

5 MR. SHEFFLER: So we want to measure — 

6 MR. MAXWELL: We're not going to do it. 

7 We're not going to do it. 

8 MR. SHEFFLER: Then we'll mark it. 

9 MR. MAXWELL: No. 

10 MR. SHEFFLER: Either you tell me he's not 

11 relying on it, or we're going to do it. 

12 MR. MAXWELL: Look, you've served a very 

13 extensive subpoena duces tecum, asking him to 

14 produce everything that he possibly could rely on. 

15 We've done that. You had a chance to review it. 

16 I'm not going to engage in some game where you stack 

17 stuff up and measure it. I'm not going to do it. 

18 MR. SHEFFLER: How else can I do it? You 

19 want me to mark everything here? I'll bring it all 

20 in court tomorrow. 

21 MR. MAXWELL: No, you won't. You have 

22 this material. All of this stuff has been produced 

23 to you. You have it. 

24 MR. RILEY: That's not the point. The 

25 point is what is here and what's he brought with 
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1 him. And we're entitled to — 

2 MR. MAXWELL: Well, if you want the court 
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3 reporter to note what is here on the record, that's 

4 fine. But we're not going to engage in some charade 

5 where you pile stuff up — 

6 MR. RILEY: It's not a charade at all. 

7 MR. MAXWELL: I'm not going to argue with 

8 you, Tom. 

9 MR. SHEFFLER: It is a charade for you to 

10 produce all this stuff as if he relied upon it all. 

11 MR. MAXWELL: If you want the court 

12 reporter to note what it here. I'll agree to that. 

13 Otherwise, we're terminating the deposition. 

14 MR. RILEY: We want the court reporter to 

15 note the volume of material. 


16 

MR. 

SHEFFLER: 

Exactly. 

17 

MR. 

RILEY: And I think we're entitled to 

18 

do that, Greg 

• 


19 

MR. 

SHEFFLER: 

I think we are, too. 

20 

MR. 

MAXWELL: 

The deposition is 

21 

terminated. 

We're done. 

gentlemen. 

22 

MR. 

SHEFFLER: 

Are you telling me he's not 

23 

going to rely 

upon this 

stuff? 

24 

MR. 

MAXWELL: 

We're done. 

25 

MR. 

SHEFFLER: 

Is he going to rely upon 
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1 

this stuff? 



2 

MR. 

MAXWELL: 

Let's go. Here are your 

3 

photographs. 



4 

(Discussion off record) 

5 

MR. 

MAXWELL: 

For the record, I have 
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6 terminated this deposition pursuant to the rules. 

7 As far as I'm concerned, the deposition is 

8 terminated. The rules permit me to do that. And if 

9 you want to take it up with the judge, I'm pleased 

10 to do that. 

11 MR. RILEY: The deposition is open. We 

12 are still on the record. 

13 Let the record now reflect that 

14 Mr. Maxwell and the witness have left the room. 

15 (Time noted: 5:02 p.m.) 

16 MR. SHEFFLER: Let's make a record of what 

17 is all here. 

18 (Discussion off record) 


19 

MR. 

SHEFFLER: 

This is 

on 

the record 

20 

MR. 

RILEY: It 

comes up 

to 

about the 

21 

of the pocket 

on my shirt. 



22 

MR. 

SHEFFLER: 

Now are 

we 

done? 

23 

MR. 

RILEY: I 

think we' 

re 

done. 


24 (The deposition was adjourned at 5:05 p.m.) 
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1 

2 
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3 
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11 
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1 

2 REPORTER'S DEPOSITION CERTIFICATE 

3 

4 STATE OF FLORIDA) 

) 

5 COUNTY OF DUVAL ) 


6 

7 


9 

10 

11 


We, Leslie M. Roach, Sandra Crowley and 
Pamela C. Roach, Registered Professional Reporters, 
certify that we were authorized to and did 
stenographically report the deposition of DAVID 
SIDRANSKY, M.D.,; that a review of the transcript 
was not requested; and that the transcript is a true 
and complete record of my stenographic notes. 

We further certify that we are not a 
relative, employee, attorney, or counsel of any of 
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1 ERRATA SHEET 

2 This is to certify that I, DAVID 
SIDRANSKY, M.D.,, have read the foregoing 

3 transcription of my testimony of May 13, 1998, pages 
1 through 160, and find the same to be a true and 

4 correct transcription of said testimony, with the 
following exceptions (if any) : 

5 

WHERE IT SHOULD READ SHOULD READ 

6 PAGE LINE READS (ERROR) (CHANGE/ADDITION) 


7 
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